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INTRODUCTION

Under contract to the Food and Drug Administration, Stanford Research
Institute is examining the mutagenicity of 14 selected chemical compounds
(Contract No. FDA 71-267). This report describes the results of tests
conducted on calcium carrogeenan (FDA No. 71-5),

Three methods are used for evaluating the genetic hazards of the test
compounds. These are: (1) Host-Mediated Assay, (2) Cytogenetic Assay,
and (3) Dominant Lethal Gene Test. Methodologies used to conduct these
tests were described in detail in "Compound Report No. 1," January 1972,

The same procedures were followed in obtaining the information presented
in this report,.

N

For the Ccompound being consideration here--and as will be the case
for the remaining 12 compounds-~single and repeated oral administrations
were performed at three concentrations. These amounts were (1) 2 maximum
tolerated dose or 5 g/kg, whichever was lower, (2) a low dose of 30 mg/kg
or one near the use level, and (3) a level intermediate between *he use
level and the maximum tolerated dose.
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SUMMARY

Host-Mediated Assay

Calcium carrogeenan (71—5) did not produce any measurable mutagenic
response or alteration in the recombination frequency for Saccharomyces
cerevisiae in either the host~mediated assay or the associated in vitro
tests., L.

Cytogenetic Assay

Calcium carrogeenan showed little effect on the induction of
abnormalities in metaphase chromosomes of bone marrow cells from rats
fed this compound. Significant abnormalities were induced in the anaphase
figures of human embryonic lung when the cells were exposed to the test
Compound in vitro. ’

Dominant Lethal Gene Test

is mutagenic to the rat as a result of this experimental Procedure. The
positive reference Ccompound, TEM, generally produced mutagenic responses
from the second through the fifth weeks of the eéxperiment, as expected
from this known mutagen,




Host-Mediated Assay

calcium carrogeenan (71-5),
individual mouse. This tab

for calculations and report
Table 3 summarizes the data

RESULTS AND DISCUSSION

Table 1 presents a summary of the host-mediated assay results for

Table 2 eontains the data obtained on each
le is a computer printout of the calculations

made on the data obtained for each mouse., Because of the nature of the
computer, it is necessary to exceed-its maximum number of significant
figures to obtain a value as an exponent. For this reason, 12 significant
figures are printed, However, only three significant figures are used

ing the results as summarized in Table 1,
obtained in the in vitro tests.

As can be seea from the results summarized in Table 1, no mutagenic

response was observed for the two Salmonella typhimurium strains tested

when mice were treated with

the test compound. The mitotic recombination

frequency of Saccharomyces cerevisiae was not affected. Similarly, no

positive mutagenic response

Cytogenetic Assay

Table 4 indicates that

was detected in the 32 vitro tests,

.

calcium carrogeenan exhibits only a-slight

adverse effect on bone marrow metaphase chromosomes, At 6 hours, the
maximal dose value (4.0%) is somewhat elevated with respect to the

negative control value (1.3

%). Although no effects may be noted at

24 and 48 hours, aberrant cells increased progressively with increased

doses in animals treated on
and maximal dose values are
value, however.

Table 5 indicates that
expression of their effect,
the negative, low, and inte
throughout the treatment pe

a subacute regimen. Only the intermediate
markedly elevated over the negative control

dosages are not dependent on time for

except for the maximal dosage level, Thus,
rmediate dose values remain relatively steady
riod. The maximal dose value, however, is

increased at 6 hours in animals treated subacutely,

Calcium carrogeenan theréfore seems to elicit both an immediate and
delayed adverse effect, particularly at the maximal- dose, although in

all cases the effect is sli

According to Table 8,
fold to threefold increase
control, This is mainly du
cells as well as those cate
with a less dramatic increa

ght.

intermediate and maximal doses elicit a two-

in abnormal anaphase figures over the negative

e to large increases in the number of multipolar
gorized as "other™ during scoring, together

se in the percentage of cells with acentric

fragments. (Cells scored as "other" indicate definitely abnormal anaphase

figures that cannot be clas

sified in any of the categories listed.)

. An increage in compound abnormalities also contributes to the positive
response seen at these two dose levels. Thus, calcium carrogeenan in the
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same way as the positive control, appears to affect the spindle apparatus
adversely as well as the chromosomes at the highest doses.

Although these results scem relatively straightforward, analysis of
individual scoring at the three dose levels indicates a noticeable dis-
¢repancy at the two highest doses, suggesting that perhaps an error
occurred in which half the intermediate tubes and half the maximal tubes
were reversed (see Table 7). If this were the case, one dose would yield
about 97 aberrant cells, while the other would yield on the order of 50%,
the individual scores then being'in'excellent agreement. If this error
did occur, calcium carrogeenan would yield significant abnormalities in
in vitro tests at one dose level while having no effect at the other two
levels., Due to this unaccountable discrepancy,‘we pbropose to do further
in vitro tests of calcium carrogeenan and to submit the results as an
addendum to this report at a future date,

- Dominant Lethal Gene Test

Single and multiple dose LDs, values are presented in Takle 8. Ten
g/kg of bodyweight of calcium carrogeenan given orally as a suspension
in corn 0il caused no deaths. -There was an average weight loss of 7 g one
week after dosing but an overall gain of 3 g ten days after dosing. No
other effects, except transient depression of the animals for a few hours
following dosing, were evident, Daily doses of 5 g/kg for five days caused
no observable effects, The maximum dose of calcium carrogeenan used in
these mutagenic assays was 5 g/kg of bodyweight .

In Table 9, summary data of average implantations per pregnant female
showved that calcium carrogeenan had no effect on this parameter for single-
dose animals, while the TEM-treated group had a marked drop in implants

. during the second, third, and fourth weeks. The number of imp;ants_during
the first week for the intermediate (2.5 g/kg) and maximum dose (5 g/kg)
groups in the multiple-treated calcium carrogeenan rats was significantly
less than that of the controls, but was comparable to the controls through~
out the remaining six weeks of the experiment. Taking into account the i
time required for sperm development and maturation, these first-week 1}
responses appear to be more closely related to the stress of heavyﬂdosing,\
‘rather than to a metabolic effect. : ;

Dead implants per pregnant female are summarized in Table 10. Again
the TEM group was markedly affected through the sixth week. Data for the
treated rats showed no statistical differences from the controls through-
out the first six weeks for both single~ and multiple-treated animals,

dose group (30 mg/kg) at seven weeks and the mid-dose group (2.5 g/kg) at
eight weeks had a significant increase in dead implants. The opposite
effect, a significant decrease in dead implants, was seen in the mid-dose
group (2.5 g/kg) at seven weeks with females mated to males multiply

. treated with the Compound,

Similar types of scattered responses were obtained in statistical

-4




treatment of: dead implants per total implants (see Table 11), corpora
lutea per pregnant female (see Table 12), and pre-implantation loss per
pregnant female (see Table 13).

Carcful review and statistical evaluation of the data do not show J/.
calcium carrogeenan ( FDA Compound No. 71—5) to bec a mutagen in the rat
by this dominant lethal gene test. .

L a el

W. A. Maxwell, Ph.D. -
Microbiologis
Life Sciences Division

Ny

G. W.-Newéll, Ph.D., Manager
Chemical and Environmental Toxicology
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TABLE 1
HOS T MEDIATED ASSAY .
SUMMARY OF DATA ) .
Conpound No,: 71-5 (Calcium carrogeenan)
'
A. Acute
Organism : |
Salmonella Saccharomyces
Treatment GLG TA 1530 D-3
M.Ft/ MFt/ RFt/
i MF MFc MF MFc RF RFc
8 > -8 T s ,
Maximum 5.51x10 2.00 3.46x10 0.92 5.49.10 0.57
T _% - - 3 )
Intermediate 3.37x10 1.23 4,94x10 1.31 5.06x10 0.52
: _s —F Y !
Low Level 1.95x10 0.71 2.86x10 0.76 1.14x10 1.18
-6 . -6 . . -4 l ’
| Control () 12.43x10 , | 85.36 3.15x10 ,  [83.55 3.85x10 3.97 !
-8 R _8 =5 M
Control (-) 2.75x10 7/ 1.00 3.77x10 v 1.00 9.69x10,/ 1.00
B. Subacute
Organism
Salmonella Saccharomyces
Treatment Gl TA 1550 D-%
MFt/ MFt/ ) Rl"t/
MF MFc MF MFc¢ RF RF¢
- .8 7 ) -~
Maximum 5.91x10 1.47 6,24x10 8,62 1.58x10 1.60
g 7 5
Intermediate 3.10x10 0.77 4.09x10 5.64 9.17x10 0.93
: . ) B —38 _a
Low Level 4,99x10 1.24 4,.05x10 0.56 1.34x10 1.36
3 _ s .5
Control (-) 4.02x10 1.00 7.24x10 ¢ 1.00 9.86x10 1.00
6
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Compound No. :

" TABLE 2

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-5 (calcium carrogeenan)

v

Organism: G-46
Treatment: {+) CONTROL ,
A. Acute

Ave. No. Mutant

+748333333330ex 09

Mouse Colonies or Recom~ Ave, No. Colony Mutation or Recom-

No. binants/ml Forming Units/ml bination Frequency
1. ..571083333330ex 04 .143000000000ex 10 +399358974356ex~05
2 .110083333333ex 04 «435000000000ex 09 «253065134098ex-05
3 +202166666666ex 04 «750000000000ex 09 «269555555554ex-05
4 «238500000000ex 04 « 710000000000ex 09 +335915492957ex-05
5 «166250000000ex 04 .103833333333ex 10 «160112359551ex~05
6 .143083333333ex 04 +147500000000ex 10 .970056497172ex~06
7 +169250000000ex 04 +900000000000ex 09 «188055555555ex-05
8 «259583333333ex 04 - .895000000000ex 09 +290037243947ex-05
9 . .125000000000ex 04 +443000000000ex 09 .280898876404ex~05
‘10 +114250000000ex 04 .152672605791ex—05

+242667744790ex-05

B.. Subacute

Ave. No, Mutant

Mouse Colonies or Recom- Ave, 'No. Colony Mutation or Recom-

No. binants/ml Forming Units/ml bination Frequency
7
Rt ki stk 7 > il
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HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

s 3
/ . »
Compound No. : 71-5 E
Organism: a-Aﬁ
Treatment: " - (=)-_CONTROL ’
A.  Acute
3 Ave, No. Mutant
Mouse Colonies or Recom~ Ave. No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 +128333333233ex 03 .170000000000ex 10 +754901960782ex-07
2 +108333333333ex 02 .102333333333ex 10° .105863192182ex-07
3 «100000000030ex 02 .635000000000ex 09 «157480314960ex~07
4 «341666666666ex (02 «127666666666ex 10 +267624020888ex-07
5 +408333333333ex 02 .102666666666gx 10 «397727272729ex=-07
6 » 200000000070ex N2 +114666666666ex 10 «174418604652ex~07
7 +100000000n00ex 02 } »146333333333ex 10 «683371298407ex~08
+275193213715ex-07
" B.. Subacute
Ave. No, Mutant
Mouse Colonies or Recom~- Ave. No. Colony Mutation or Recom-
~No., binants/ml Forming UnitEZml bination Frequency P
1 «466666666666ex 02 «848333333330ex 09 +550098231828ex-07 i
2 «283333333333ex 02 «571666666665ex N9 +495626822158ex-07 .
3 . 666666666665ex 01 «581666666665ex 09 »114613180515ex~07 |y
4 .131666666666ex 03 .119166666666ex 10 .110489510489%ex-06 ~f'2’f
5 «150000000000ex 02 +603333333330ex 09 »248618784531ex-07 ; ;;v
6 ©833333333330ex 01 .110333333333ex 10 »755287009062ex-N3 A :,;
7 «266666666666ex 02 -117900000000ex 10 - «227920227919ex-07 o
«402471578960ex-07
. 8 ask D 80—
{v ju-v ¢ 7Y
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HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No, : 71-5
Organism: G-46
Treatment:_ ﬁAXIMUM
A, Acute

) Ave, No. Mutant
‘Mouse

-
ot

Colonies or Recom- Ave, No. Colony Mutation or Recom-

No. binants/ml Forming Units/ml bination Frequerncy < 4
1 «108333333333ex 03 .101166666666ex 10 +10708401976%ex-06 - he?
2 +125000000000ex G2 +143333333333ex 10 «872093023257ex~08 ¢rs
3 +333333333333ex 01 . 700000000000ex 09 +476190476190ex-08 f'
4 «500000000000ex 01 .216666666666ex 08 «230769230769%ex~06 o

5 .108333333323ex 02 «128500000000ex 10 +843060952789ex-08

6 «158333333333ex 02 .998333333330ex 09 +158597662771ex~07

7 «108333333333ex 02 +110166666666ex 10 +9833563..7657ex-08

+550657209830ex-07

Ay eSS
M:;k,\.g 0.0
. . 13‘% ’},.}—/"’;
B, Subacute
Ave., No, Mutant )
Mouse Colonies or Recom- Ave. No. Colony ‘Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency )
¥ v
1 «166666666666ex 02 .495000000000ex 09 «336700336698ex-07 o
2 «145000000000ex 03 " +468333333333ex 09 «309608540925ex-06 ~79%h
3 «300000000000ex 02 .166666666666ex 10 » 180000000000ex~07 foit
4 «200000000000ex 02 +100000000000ex 10 +200000000000ex~07 Nl
5 »150000000000ex 02 .616666666665ex 09 «243243243243ex~07 Lo
6 «200000000000ex 02 +936666666665ex 09 »213523131672ex-~07 P2
7 «200000000000ex 02 .482500000000ex 09 «414507772020ex~07 £
8 «500000000000ex 01 .439882697949ex~08 T

-113666666666ex 10

L

»591006020332ex~07

oy
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HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-5
Organism: G-46
Treatment:. INTERMEDIATE
A. Acute

Mouse
No.

Ave, No., Mutant
Colonies or Recom-
binants/ml

Ave, No. Colony
Forming Units/ml

Mutation or Recom-
bination Frequency

NGV DWW

«125000000000ex 02
»833333333230ex 01

+191666666666ex 02 -

»108333333333ex 02
«250000000000ex N1
«200000000000ex (2
«642857142855ex 01

B. Subacute

Mouse
No.

Ave., No. Mutant
Colonies or Recom-
binants/ml

.101333333333ex 10
.112833333333ex 190
+911666666665ex 09
+157333333333ex 10
.183333333333ex 08
+568333333330ex 09
.383333333333ex 09

Ave. No, Colony
Forming Units/ml

NAWV WA -

«200000000000ex 02
+»350000000000ex 02
.450000000000ex 02
+666666666665ex 01
+216666666666ex 02
«233333333333ex 02
« 300000000000ex 02

.448333333333ex 09

. +116833333333ex 10

+153333333333ex 10
+181666666666ex 09
+146500000000ex 10
.708333333330ex 09
+104666666666ex 10

10

«123355263158ex~07

-738552437222ex~08
+210237659963ex-07
.688559322033ex~08
«136363636363ex-06
+351906158359ex-07
+167701863353ex~07

+33707835491Nex~07

-Mutation or Recom-
bination Frequency

+446096654275ex~07
229957203994 3ex-07
+293478260870ex~-07
+366972477064ex-07
.147895335608ex-07
«329411764706ex~07
+286624203823ex~07

+310007248037ex-07
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HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-5

Organism: G~46
Treatment: | 1OwW ’

A, Acute

. Ave, No, Mutant .

‘Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 «308333333333ex 02 «137000000000ex 10 «225060827250ex-07
2 .133333333333ex 02 «123666666666ex 10 .107816711590ex-07
3 «141666666656ex 02 .114833333333ex 10 «123367198838ex~07
4 «133333333333ex 02 .168833333333ex 10 «789733464955ex~08
5 «933333333330ex N2 .187666666666ex 10 +497335701598ex=~07
6 « 750000000000ex C1 »535000000000ex 09 «140186915887ex~07

+195456783608ex~07

B. Subacute

Ave, No, Mutant .

Mouse Colonies or Recom- Ave. No. Colony Mutation or Recom-
No, binants/ml Forming Unitﬁ/ml bination Frequency
1 .183333333333ex 02 .605000000000ex 09 «30303030302%ex-07
2 +233333333333ex 02 _»121000000000ex 10 «192837465564ex-~07
3 «126666666666ex 03 .673333333330ex 09 .188118811881ex~06
4 . 216666666666ex 02 .901666666665ex 09 +240295748613ex~07
5 +166666666666ex 02 «310000000000ex 09 «537634408600ex-07
6 +233333333333ex 02 .816666666665ex 09 «285714285714ex-07
7 +183333333333ex 02 «555000000000ex 09 +330330330329ex-07
8 + 200000000000ex 02 .830000000000ex 09 "+224719101123ex-07

«499468720220ex-07




HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

/s
e
Compound No. : 71-5 .
Organism: TA-1530
Treatment: .. - (+) CONTROL \
A, " Acute

Ave. No. Mutant

‘Mouée Colonies or Recom- Ave. No, Colony Mutation or Rccom-
No. binants/ml Forming Units/ml bination Frequency
1 «168583333323ex 04 .608333333330ex 09 +277123287672ex~05
2° 7 ,307750000000ex 04 +821666666665ex 09 +374543610548ex-05
3 «122166666666ex 04 .758333333330ex N9 .161098901098ex~05
4 +131400000000ex 04 .430000000000ex 09 .305581395348ex-05
5 «116166666666ex 04 «465000000000ex 09 +249820788529ex-05
6 .160833333323ex 04 +461666666666ex N9 +348375451263ex-05
7 .138300000000ex G« "« 320000000000ex 09 .432187500000ex-05
8 «201000000G00ex 04 « 730000000000ex 09 +275342465753ex-05

-9 «150083333333ex 04 «365000000000ex 09 .411187214610ex~05

«315028957200ex~05

"B. Subacute

Ave, No. Mutant

Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom-

‘No. binants/ml Forming Units/ml bination Frequency

12
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Compound No, : 71-5

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Organism: TA-1530

Treatment: |

(-) CONTROL

A. Acute

Ave.

No. Mutant
Mouse Colonies or Recom-

Ave, No. Colony

Mutation or Lccom-

Mouse Colonies or Recom-

Ave. No, Colony

No. binants,'ml Forming Units/ml bination Frequency
1 «116666666666ex 02 .126666666666ex 10 +921052631578ex-08
2 +158333333333ex 02 +998333333330ex 09 .158597662771ex~07
3 .108333333333ex 02  ,107666666666ex 10 ‘.1996}91250ﬁ6€x:gl
4 «50000000000Gex 01 «216666666666ex N3 k23915923ﬂlﬁ25§-Q§
5 +4166666666hA6ex N1 .691666666665ex 09 «602409638554ex=N8
6 «125000000000ex 02 »145000000000ex 10 +8620689A5517ex~08
7 .108333333332ex 02 +127500000000ex 10 .849673202611ex-08
8- +116666666660ex 02 .903333333330ex 09 +125151291512ex~07

+377447612603ex~07
B. Subacute
Ave, No. Mutant

Mutation or Recom-

No. binants/ml Forming Units/ml bination Frequency
1 »383333333333ex 02 +746666666665ex 09 +513392857143ex-07
2 .883333333330ex 02 -«119500000000ex 10 +739191073916ex-07
3 +118333333333ex 03 +783333333330ex 09 «151063829787ex-06
4 «683333333330ex 02 .938333333330ex 09 . «728241563054ex-~07
5 «133333333333ex 02 » 735000000000ex 09 +181405895691ex~07
6 +113333333333ex 03 +154166666666ex 10 +735135135136ex~07
7 +118333333333ex 03 «143000000000ex 10 .827505827503ex~07
8 .166666666666ex 02 +313333333333ex 09 +331914893615ex~07
9 »105000000000ex 03 10 +744680851063ex-07

+141000000000ex
0 .

13

+723567377217ex~07

——-——
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HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-5

Ave. No, Coiony
Forming Units/ml

Compound No, :
Organism: TA-1530
Treatment: - MAXIMUM
A. Acute
. Ave. No. Mutant
‘Mouse Colonies or Recom-
No. binants/ml
1 +108333333333ex 02
2 «291666666666ex 02
3 . 50000000N000ex 02
4 +241666666666ex 02
5 «833333333330ex 01
6 « 200000000000ex 02
7 +416666666666ex 01
8_ «141666666666ex 02

B. Subacute

+159500000000ex 10
+451666666666ex 10

. « 740000000000ex 09

+668333333330ex 09
. 240000000000ex 09
«305000000000ex 09
+365000000000ex 09
+296666666666ex 09

Ave., No. Colony
Forming Units/ml

Ave. No, Mutant

Mouse Colonies or Recom-
No, binants/ml

1 .108333333333ex 04
2 «140000000000ex 04
3 »300000000000ex 02
4 «616666666665ex 02
5 «106666666666ex 03
6 «883333333330ex 02

.895000000000ex 09
.688333333330ex 09
" +403333333333ex 09
.615000000000ex 09
.110833333333ex 10
.111833333333ex 10

14

Mutation or Recom- -
bination Frequency

+679205851617ex-08
+645756457564ex~08
+675675675675ex~07
+361596009975ex~07
¢347222222220ex-07
+655737704918ex-07
»114155251i41ex-07
+477528089886ex-07

+345551398088ex~07

Mutation or Recom=-
bination Frequency

.121042830539ex~05
+203389830509ex-05
+223140495867ex~06
.100271002709ex~06 3
+962406015034ex~07 LT
+789865871832ex~-07 oof

+623827549620ex-06
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HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA i
Compound No. : 71-5
Organism: TA-1530
Treatment: . INTERMtDIATE . -
A, Acute
: Ave. No. Mutant . .
Mouse Colonies or Recom- Ave, No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 «266666666666ex Nz .618333333330ex 09 .421266846362ex-07
2 «225000000000ex 02 «9355000000000ex 09 «235602N94240ex-07
3 .183333333333ex 02 . 725000000000ex 09 .252873563217ex~07
4 «291666666666ex 02 . 855000000000ex 09 «341130604287ex~07
5 .183333333333ex 0. .866666666665ex 09 «211538461538ex-07
6 «1316666666A6ex 03 .800000000000ex 09 «164582373332ex~-06
7 «308333333333ex 02 »905000000000ex 09 . 340699815837ex~-07
«494134959825ex-07
B, Subacute
Ave, No, Mutant :
Mouse Colonies or Recom- Ave. No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency .
" Xlo
1 «533333333330ex 02 _ «585000000000ex 09 «911680911675ex~07 et
2 « 200000000000ex 03 »595000000000ex 09 +336134453781ex~06 C0
3 +106666666666ex 03 «393333333333ex 09 «271186440676ex-06 0.271
4 «188333333333ex 03 »900000000000ex 09 «209259259258ex~06 :
5 +148333333333ex 03 .625000000000ex 09 «237333333332ex~06 ;.?f}?
6 «383333333333ex 02 « 890000000000ex 09 +430711610486ex~07 R
7 «126333333333ex 04 «676666666665ex 09 .186699507389%ex~-05 - S
8 .433333333333ex 03 .898333333330ex 09 .482374768090ex~06 oo
9 .103333333333ex 03 .?03333333330ex 09 «146919431279ex-06 Gt
«409382445833ex~06
N ti«? 0
-6 -1
15 fo iv .17 |




B

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No, : 71-5
Organism: TA-1530
Treatment: . Low

A. Acute

Ave, No. Mutant

Ave, No. Colony

Mouse Colonies or Recom- Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 «258333333333ex 0? «590000000000ex 09 +437853107344ex~07
2 «241666666656ex 02 .698333333330ex 09 «346062052506ex~07
3 «233333333333ex 02 .861666666665ex 09 «270793036750ex-07
4 «183333333333ex 02 .781666666665ex N9 «234541577825ex-07
5 +191666666666ex (2 «845000000000ex 09 «226824457592ex-07
6 +191666666666ex 0. .708333333330ex 19 +270588235294ex~07
7 «175000000n00ex 02 »820000000000ex 09 +213414634146ex-07

Subacute

Ave, No. Mutant
Mouse Colonies or Recom-

Ave. No. Colony

No. binants/ml Forming Units/ml
.183333333333ex 02 .104333333333ex 10
«333333333333ex 01 .. 785000000000ex 09
+416666666665ex 02 «975000000000ex 09
«133333333333ex 02 «940000000000ex 09
+216666666666ex 02 «.875000000000ex 09
«316666666666ex 02 .107000000000ex 10
<116666666666ex 02 .793333333330ex 09
«136666666666ex 03 .863333333330ex 09
«333333333333ex 02 .5666666666ﬁ5€x 09

3

. 16

+285725300205ex~07

Mutation or Recom-
bination Frequency }"7

«175718849840ex~07
+424628450105ex~08
«427350427349ex-07
<141843971630ex~07
+247619047618ex~07
+295950155762ex~07

.147058823529ex~07 A
+158301158300ex~06 -

+588235294118ex~07

.405472333092ex-07

1\( 0.y

'Dylf:i‘r"
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HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

71-5

VoONOUNBWN -

B.

Subacute

Compound No, :

Organism: D‘;

Treatment: (+) CONTROL

A. Acute

Ave, No. Mutant

Mouse Colonies or Recom- Ave, No. Colony

No. binants/ml Forming Units/ml
0272222222222ex 05 .688333333330ex
»17000000000Gex 05 «748333333330ex
.188888888888ex 05 .134166666666ex
022222222222%ex 05 °  ,116833333333ex
«30500000000Gex 05 .476666666666ex
»35500000000GCex 05 . 580000000000ex
. 340000000000ex 05 +561666666665ex
«5150000000G0ex 05 .165833333333ex
« 27500000000Cex 05 .808333333330ex

Ave, Mutant )
Mouse Colonies or Recom- Ave. No. Colony
No. binants/ml Forming Units/ml

RGP,

AT g £ e -

17

Mutation or Hecowm-
bination Frequency

«395480225990ex~-03
«227171492205ex~03
.140786749482ex~03
.190204469805ex~03
.639860139851ex-03
.612068965517ex~03
«60534124,292ex~03
«310552763819ex~03
«345206185558ex-03

«384630248723ex~03

‘Mutation or Recom-
bination Frequency




HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

VA
Compound No. : 71-5 e
Organism: D-3

Treatment: - . (-) CONTROL ;
A.  Acute

Ave, No. Mutant

Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency

1 -,22222222222%x 04 .480000000000ex 08 .462962962962ex~04

2 «312500000000ex 04 .458333333333ex 08 - ,681818181818ex-04

3 « 300000000000ex 04 .308333333333ex 08 «972972972974ex~04

4 0222222222222ex 04 +303333333333ex 08 «732500732600ex~04

5 +200000000000ex 04 +221666666666ex 08 +902255639100ex~04

6 +450000000000ex N4 . ,408333333333ex 08 »110204081632ex~03

7 .363636363626ex 04  ,201666666666ex 08 +180315552216ex~03

8 »450000000060ex 04 .411666666666ex 08 «109311740890ex~03

«968865529603ex-04

B. Subacute

Ave, No. Mutant

Mouse Colonies or Recom- Ave.. No, Colony Mutation or Recom-
No, ' binants/ml Forming Units/ml bination Frequency

1 «272727272727ex 04 »445000000000ex 08 «612870275791ex~04

2 «850000000000ex 04 +371666666666ex 08 «228699551569ex~03

3 . 400000000000ex 04 .278333333333ex 08 «143712574850ex~03

4 «250000000000ex 04 »396666666666ex 08 «630252100841ex~04

5 »400000000000ex 04 +553333333330ex 08 «722891566269ex-04

6 .450000000000ex 04 .656666666665ex 08 .685279187818ex-04

7 »600000000000ex 04 .601666666665ex 08 .997229916900ex~04

8 »500000000000ex 04 »395000000000ex 08 .126582278481ex~03

Q »150000000000ex 04 ] .645000000000ex 08 .232558139534ex-04

+985669470681ex~04

18
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Compound No, :

Organism:

Treatment :

A.

‘Mousc

71-5

HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

D-3

MAXTMUM

Acute

Ave. No. Mutant

binants/ml

Colonies or Recom—

Ave, No. Colony
Forming Units/ml

Mutation or Recom-
binalion Frequency

N ESWN -

B.

Mouse Colonies or Recom-

«400000000000ex 04
«200000000000ex 04
«450000000000ex 04
«150000000000ex 04
«10000000000Cex 04
«400000000000ex 04
«450000000000ex 04

Subacute

Ave. No. Mutant

binants/ml

.101666666666ex 09
«600000000000ex 08

. +841666666665ex 08

+668333333330ex 08
.458333333333ex 08
.463333333333ex 08
«353333333333ex 08

Ave. No,., Colony
Forming Units/ml

«393442622953ex-04
+333333333333ex~04
+534653465347ex~04
«224438902744ex-04
.218181818181ex-04
+863309352518ex-04
+127358435.566ex~03

«548706342960ex-04

Mutation or Recom-
bination Frequency

OVONAMANESWN =

+450000000000ex 04
+350000000000ex 04
+400000000000ex 04
«250000000000ex 04
« 500000000000ex 04
« 500000000000ex 04
+40000000000Cex 04
+400000000000ex 04
«800000000000ex 04
«450000000000ex 04

+258333333333ex 08
.128333333333ex 08
+393333333333ex 08
+248333333333ex 08
+363333333333ex 08
+250000000000ex 08
. 280000000000ex 08
« 385000000000ex 08
.415000000000ex 08
+296666666666ex 08

ig

+174193548387ex-03
«272727272727ex-03
+101694915254ex~03
«100671140939ex-03
«137614678899ex-03
+200000000000ex-03
.142857142857ex-03
.103896103896ex~03
.192771084337ex~03
+151685393258ex-03

+157811128053ex~03




HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-23

Organism: D-3

Treatment: . INTERMEDIATE ' -

A, Acute

Ave. No. Mutant .

Mouse Colonies or Recom- Ave, No. Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1l »300000000000ex 04 .463333333333ex 08 «647482014388ex~04
2 «150000000000ex 04 «383333333333ex 08 +391304347826ex-04
3 »300000000000ex 04 .600000000000ex 08 +500000000000ex-04
4 «100000000000ex 04 «945000000000ex 08 .105820105820ex-04
5 «100000000000ex 24 «223333333333ex 08 «447761194030ex~04
6 «250000000000ex G4 .458333333333ex 08 «345454545454ex-04
7 » 250000000000ex 04 »543333333330ex 08 «46012269938%ex-04
8 «250000000C00ex 04 «263333333333ex 08 .949367088608ex~04

«505913999436ex~04

B. Subacute

Ave. No. Mutant .

Mouse Colonies or Recom- Ave. No, Colony Mutation or Recom-
No. binants/ml Forming Units/ml bination Frequency
1 » 250000000000ex 04 »580000000000ex 08 .431034482758ex~04
2 .450000000000ex 04  .248333333333ex 08 .181208053691ex-03
3 »200000000000ex 04 «360000000000ex 08 «555555555555ex~04
4 «250000000000ex 04 .253333333333ex 08 .986842105264ex~04
5 +250000000000ex 04 «226666666666ex 08 «110294117647ex-03
6 »100000000000ex 04 «347500000000ex 07 .182648401826ex~-03
7 »100000000000ex 04 «268333333333ex 08 +372670807453ex-04
8 +450000000000ex 04 «511666666665ex 08 +879478827364ex-04
9 +.450000000000ex 04 +731666666665ex 08 «615034168566ex-04

10 » 300000000000ex 04 .506666666665ex 08 «592105263159ex-04

0917422694172ex-04




HOST MEDIATED ASSAY
INDIVIDUAL MOUSE DATA

Compound No. : 71-5

Organism: D-3

Treatment : L.ow ,
A, Acute

Mouse
No.

Ave, No. Mutant
Colonies or Recom-
binants, ml

Ave, No, Colony
Forming Units/ml

Mutation or Recom-
bination Frequency

AN D W

«277777777777ex 04
«277777777777ex Ga
«500000000010ex 03
«35000000000ex 04
«400000000000ex 04
»350000000000ex 04

Subacute

Mouse
No.

Ave. No. Mutant
Colonies or Recom-
binants/ml

+336666666666ex 08
«340000000000ex 08
.181666666666ex 08
+225000000000ex 08
+368333333333ex 08
+151500000000ex 08

Ave. No, Coldny
Forming Units/ml

.825082508250ex~04
.816993464050ex-04
+275229357799ex~04
«155555555555ex-03
.108597285067ex~03
.231023102310ex-03

«114484412656ex-03

Mutation or Recom-
bination Frequency

NS WN

« 350000000000ex 04
«450000000000ex 04
«150000000000ex 04
.400000000000ex 04
»400000000000ex 04
+900000000000ex 04
+600000000000ex 04

.161666666666ex 08
«400000000000ex 08

© +258333333333ex 08

.281666666666ex 08
«518333333330ex 08
+415000000000ex 08
«330000000000ex 08

21

.216494845361ex-03
.112500000000ex~03
.580645161291ex-04
+142011834319ex-03
.771704180069ex~04
.216867469879ex-03
«113207547169ex-03

+133759518694ex-03




. . ERRATUM
TRBLE 3

HOST-MEDIATED -ASSAY

Salmonella typhimurium G-46
5% w/v 71-5 EMS

positive

negative

Salmonella typhimurium TA-1530

5% w/v 71-5 EMS

positive

negative

Saccharomyces cerevisiae D-3

IN VITRO MUTAGENICTTY OF COMPPOUND 71-5 (Calcium carrouccnun)

: Recombinants/10°
Compound Concentration Survival (%) Survivors RFt/RFc
71-5 5% w/v 43% 8.00 3.45
EMS 1% w/v 62% 89.60 38.62
Control (-) -- 100% 2.32 1

22
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IN VITRO MUTAGENICITY OF COMPPOUND 71-H (Calcium Clll'l’()[.:ccnilll)

CIARLE 3

HOST=-MEDIATED ASSAY

Salmonella typhimurium G-46

5% w/v 71-5 EMS

negative : positive

Salmonella typhimurium TA-1530
5% w/v 71-5 EMS

i

negative positive

.
T B

Saccharomyces cerevisiae D-3

e e i B 7

. Recemb. Friguincy :

* Recombin 71d? / i

Compound Concentration Survival (%) S vors RFt/RFc 3
= i !

71-5 5% w/v _ 43% 8.0x10 _, - 3.45 4
EMS 1% w/v 62% 8.96x10_4 38.62 g
Control (-) -- : 100% 2.32x10 1 E
' ]

i

!

7

i

!

&

i

i

T

s g g o

S e e PN WP
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Table 4

CYTOGENETIC ASSAY
METAPHASE SUMMARY SHEET BY TIME OF SACRIFICE

Compound 71-5

Cells
IWith More Cells
Mitotic Cells with than One with
Index No., of No. of Cells with Rearrange- Type of Aber.
Dosage (mg/kg)  Time* (%) _Animals Cells Breaks (%) ments (%) Aber. (%) 43
TEM (0.5 mg/kg) 6 1.23% 5 250 9.6% 0.4% 0 10.0%
Negative Control 6 2,03 3 150 0.7 0.7 0 1.3
30 mg/kg 6 2,22 5 250 0.8 (0} 0 0.8
2500 mg/kg- 6 2.33 5 250 2,0 (v} (s} 2,0
50Q0 mg/kg 6 1.96 5 250 4.0 0 0 4.0
w
(X Negative Control 24 2,80 3 150 2,0 (o] 0 2,0
30 mg/kg 24 2.20 -5 250 1.2 0 0 1.2
2500 mg/kg" 24 2.00 5 250 1.6 0.8 (¢} 2.4
5000 mg/kg 24 2,60 5 250 0.8 0.4 0 1.2
Negative Control 48 2.13 3 150 0.7 0 0 0.7
30 mg/kg 48 1.55 5 243 1.2 0 0 1.2
2500 mg/kg 48 1.89 5 250 0.8 0 0 0.8
5000 mg/kg 48 1.36 5 250 0.4 0 0 0.4
Negative Control SAMH 1.73 3 150 0 0.7 0 0.7
30 mg/kg SA 2,27 5 244 1.2 0.4 0 1.6
2500 mg/kg SA 2,12 5 250 2.4 1.2 0 3.6
5000 mg/kg SA 2,16 5 250 2.8 o 0 2.8
* Time of sacrifice after treatment (hours)
#*  gA = subacute
~
N
T T e T e S R T e
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Table 5

CYTOGENETIC ASSAY

UMMARY SHEET BY DOSE LEVELS
Compound 71-

Mitotic

Index - No. of No, of
Dosage (mg/kg) Time* (%) Animals Cells
TEM (0.5 mg/kg) 6 1,239 5 250
Negative Control 6 2.03 3 150
24 2,80 3 150
48 2.13 3 150
- 'SA 1.73 3 150
30 mg/kg 6 2.22 5 250
24 2.20 S 250
48 1,55 5 243.
' SA 2,27 5 244
2500 mg/kg 6 '2.33 5 250
24 2,00 5 250
48 1.89 5 250
SA 2,12 5 250
5000 mg/kg 6 1.96 5 250
: 24 2.60 5 250
48 1.36 5 250
- SA 2,16 5 250

* Time .of sacrifice after treatment (hours)

5

Cells with

Breaks iﬁl

9.6%

Cells with
Rearrange-

ments (%)

Cells

with More

’ than Ome

Type of

Abver. (%)

0
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Table 6
CYTOGENETIC ASSAY
ANAPHASE SUMMARY SHEET
Compound 71-5
Cells
Cells with with More. Cells
Acentric Other . than One with
No. of Fragments Cells with Multipolar (Abnormal) Type Abver. Aber.,
Dosage Time¥* Cells (4) Bridges (%) Cells (%) (2 € A
Negative Control 24 319 6.3 4.4 1,6 0.6 1.6 11,3
10 pg/ml 24 254 4,3 2.4 0.8 2.8 1,2 8.7
190 Hg/ml 24 163 9,2 4,9 12,9 9,8 7.4 20.4
1000 ug/ml 24 107 9.3 3% © 3.7 14,0 6.5 24.3
TEM (0.05 pg/ml) 24 55 34.5 9.1 7.3 41.8 25,5 65.5

* Time of harvest

after treatment
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Table g
SCORER A SCORER B
Total Abnormal Total Abnormal Mean %
Cells Cells Cells Cells Abnormal
Dose Counted (%) - Counted (%) Cells
Negative Control 150 10.0 169 12.4 11,2
10 ug/ml 150 9.3 104 7.7 8.5
100 pg/ml 93 4.4.9 65 6.2 25.6
1000 pg/ml 77 11.7 30 56,7 34,2
0.05 ug/ml TEM 18 33.0 37 81.1 57.1
[}
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DOMINANT LETHAL GENE-RAT

Table &
4 ORAL LD, .
. Compound: Calcium CarrogeenanJ
- FDA NO: 71-5 :
N a
Single Dose > 10 g/kg
Multiple Doseb > 5 g/kg

a Ten male, Sprague-:awley rats, weighing 200-250 g each, were
fasted overnight and then administered orally specified amounts
of the candidate compound suspended in corn 0il,

b

Ten male, nornfaste: Sprague-Dawle& rats, weighing 200-250 g each,
were administered orally specified amounts of the canuidate
compound suspended in corn oil. B

R

Sigh e i
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DOMINANT LETHAL GENE-RAT

o
-t

Table 9

; AVERAGE IMPLANTATIONS PER PREGNANT FEMALE

j

i Summary

1

@ Compound: Calcium Carrogeenan
= FDA No: 71-5
Weck of Control TEM 71-5 71-5 - 715

Study (10 ml/kg) {0.2 mg/kg) (30 mg/kg) (2.5 g/kg) {5 g/kg)

Abute—Single Dose

1
;

5

202/16=12.6
199/16=12.4
224/17=13.2

228/18=12,7

. 233/20=11.7

234/20=11.7

- 223/20=11.2

228/20=11.4

Subacute-Multiple Dose

1

KN ey M

{:;v"‘ .

Y Ly S

210/16=13.1
221/17=13.0
217/17=12.8
222/17=13.1
246/20=12.3
230/20=i1.5

215/18=11.9

183/15=12.2

124/15= 8,3%%

179/18-9 9##
74/15=4 ,9%#
186/17:16.9
164/1£<10.9
175/16=10.9

185/17=10.9

226/17=13.3

212/18=11.8

162/13=12,5

236/20=11.8

237/20=11.9

212/18=11.8

203/17=11.9

227/19=11.9

190/15-12.7
223/16:13;9
176/15=11.7
213/16=13.3

250/20=12.5

' 169/16=10.6

224/20=11.2

°

183/15=12.2

180/15=12.0
215/17=12.6

206/18=11.4

214/16=13.4%]

220/19=11.6
216/18=12.,0

230/20=11.5

170/16=10, 6%
196/15=13.1
220/19=11.6
249/20=12.5
223/18=12.4
204/16=12.8

208/19=10.9

203/16=12.7
188/17=11.1
231/18=12.8 .
185/16=11.6
267/20=13.4%1
236/19=12.1
229/20=11.5

238/20=11.9

164/15=10.9%
224/19=11.8
220/19-11.6
243/20=12.2
219/19=11.5
237/20=11.9

210/20::10,5

4 5.pnr Ficant
B Signiricant a p .- 0.01

at P

4 Increasce over control

0,05

[Ep——

N A1 22 SR Vo -1 o g

P

7
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DOMINANT LETHAL GENE-RAT

Table 10

AVERAGE DEAD IMPLANTS PER PREGNANT FEMALE

o
¥

i Summary

{ Compound: Calcium Carrogeenan

1 FDA No:  71-5

!
Weck of Control TEM 71-5 71-5 715
Study (10 mi/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/kg)
Acute-Single Dose .
. 11 15/16=0.94 70/15=4.67%%  22/17=1.29 .13/15=0.87 16/16=1.00
‘ 2 9/16-0.56  103/15=6.87*  13/18=0.72 13/15=0.87 22/17=1.29
: 3 11/17=0.65 138/18=7.67%*  10/13=0.76 15/17=0,88 18/18=1.00

4 16/18=0,89 68/15=4,53#%  30/20=1.50 21/18=1.17 29/16=1.81

s 12/20=0.60 70/17=4.12%*  23/20=1.15 24/16=1.50 9/20=0.45

25 6/20=0,30 25/15=1.67%%  10/18=0.56 13/13=0,5° 16/19=0.84

7 " 10/20=0.50 12/16=0.75 28/17<1.65% 8/18=0.44 8/20=0.40

-,8 10/20=0.50 15/17=0,88 23/19=1.21 32/20=1.60%  16/20=0.80
Subacute-Multiple Dsse

1 18/16=1.13 11/15=0.73 11/16=0.69 9/15=0.60

_('2 15/17=0.88 15/16=0.94 11/15=0.73 10/19=0.53
» 3 23/17=1.35 22/15=1.,47 14/19=0.74 25/19-1,32
4 9/17=0.53 5/16=0.31 16/20-0.80 18/20=0.92
kiys 11/20=0.55 11/20=0.55 13/18=0.72 ' 13/19-0.68
6 14/20=0,70 6/16=0,38 7/16=0.44 4/20=0.20
‘ %7 25/18=1.39 14/20=0.70 8/19=0.42%)  14/20=0.70
4 . )

1

e ~ |
i s B R .

¥

Significant at P < 0.05
*% Significant at P < 0.01
Dccrease below control

@
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- : DOMINANT LETHAL GENE-RAT '
‘Table 11
i DEAD IMPLANTS/TOTAL IMPLANTS
“ Summary
Compound: Calcium Carrogeenan
: FDA No: 71-5 .
: :
_Week of Control TEM 71-5 71-5 - . 71-5
. .Study (10 ml/kg) (0.2 mg/kg) (30 mg/ke) . (2.5 g/kg) (5 g/ke)
jAcute-Single Dose ’
i 15/202=0.07  70/183=0.38%* ' 232/226-0.10 13/183=0.07  16/203=0.08
2 9/199=0.05  103/124=0.83%F  13/212-0.06 13/180=0.07  22/188=0.12
11/224=0.05  138/17¢=0.77%%  10/162=0.06 15/215=0.07  18/231-0.08
16/228=0.07 68/ 74=0.92#*  30/236=0.13% 21/206=0.10  29/185=0.16
5 - 12/233=0.05  70/186=0.38%% 53 95, 1 10 24/124=0,11 9/267=0.03
‘6 6/234=0.03  25/164=0.15%% 10/212.0.05 13/220=2 76  16/230=0.07
7 ©10/223=0,04  12/175=0.07 28/203=0.14%  8/216=0.04 8/229=0.03 ;
- 8 10/228:0.04  15/185=0.08 23/227=0.10  32/230=0,14% 16/238-0.07 g
Subacute-Multiple Dose
1 18/210=0.09 11/190=0.06  11/170-0.06 9/164=0.05
12 15/221=0.07 15/223=0.07  11/196:0.06  10/224-0.04 q
; y
-3 23/217=0.11 22/176=0.13  14/220=0.06  25/220=0.11 ;
< 4 9/222=0.04 5/213=0.02  16/249=0.06  18/243-0.07 ?
is 11/246=0.04 11/250-0.04  13/223=0.06  13/219-0.06 é
6 14/230=0.06 6/169=0,04 7/204=0.03 4/237=0.02 :
) i
$7 25/215=0,12 14/224=0.06 8/208=0.04%D 14/210=0.07 ;
4 . £
3 -
?" Sugniticant at P o-- 0,05
g%ﬁ Significant at 1 - 0.0]
s Decrcase Heilow control
i3 ' : '
P 30
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Table 12
AVERAGE COPORA LUTEA PER PREGNANT FEMALE
Summary
Compound: Calcium Carrogeenan
FDA No: 73-5
Week of Control TEM 71-5 71-5 71- 5
Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/xg)
Acute-Single Dose
1 222/16=13.9 229/15=15.3 243/17-14.3 209/15=13.9 222/16-13.9
2 213/16=13.3 188/15-12.5 238/18=13,2 187/15=12.5 212/17=12.5
3 236/17=13.9 279/1°=15.5 175/13=13.5 252/17=14.8 252/18=14.0
4 246/18=13.7 192/15=12.8 271/20=13.6 230/18=12.8 220/16=:13.8
5 256/20=12,8 241 17=14,23%#1 266/20=13,3 221/16=13.8 281/20=14,1#¢1
6 245/20=12.3 189/15=12.6 224/18=12.4 242/19=12.,7 245/19=12.9
7 249/20=12.5 204/16=12,8 229/17=13.5 237/18=13.2 256/20=12.8
8 205/17=12.1 234/19=12.3 246/20=12,3 259/20=13.0%1

239/20=12,0

Subacute-Multiple Dose

1

2

222/16=13,9
230/17=13.5
241/17=14.2
237/17=13.9
262/20=13.1
268/20=13.4

220/18=12.2

210/15=14.0
232/16=14,5
207/15=13.8
225/16:13.9
266/20=13.3
203/16=12.7

248/20-12,4

212/16=13,3

213/15=14,2

. 245/19:=:12,9%

266/20=13.3
238/18=13.2
215/16=13.4

231/19=12,2

199/15=13.3
244/19=12,8
259/19=13,6
276/20=13,8
255/19=13.4
260/20=13,0

253/20=12.7

1

Significant at P < 0.05
Significant at P < 0,01

Increase

over control
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INTRODUCTION ‘

Under contract to the Food and Drug Administration, Stanford Re-
search Institute is examining the,mutagenicity of 14 selected chemical
compounds (Contract No. FDA 71-2677). This report is an addendum to the -
first compound report on tests conducted on calcium carrogeenan (FDA 71-5) ., -

The initial results reported in Compound Report No. 2 in March 1972
showed that calcium carrogeenan had an adverse effect when human embryonic
lung cells (WI-58) grown in tissue culture were exposed to this compound,

It was also indicated that the slides for the two highest concentrations B
tested may have been reversed for one of the two individuals evaluating s
them. Because of the positive response, SRI has repeatec the tests on
calcium carrogeenan and is veporting the results here.

AT

PR

SUMMARY

Calcium carrogeenan (71-5) has a severe adverse effect on hunan em~
bryonic lung cells (w1-38) grown in culture. At 24 hours, a possible dose
response 1s exhibited as reported in the original report (March 1972). At

k2 hours, extensive chromosome damage is exhibited irrespective of doses
tested,

RESULTS AND DISCUSSION

The results of the repeated in vitro tests of Compound 71-5 (calecium
carrogeenan) appear in Table 1. The compound exhibits a severe adverse
effect on anaphase cells obtained from WI-38 cells grown in culture., At
all concentrations, the percentage of cells with acentric fragments or
scored as "other" exceeded even the level of the positive controls. At
the lowest and highest doses, a sharp increase in the number of multi-
polar cells was also noted. The percentage of bridges observed was not
affected by the compound, indicating that it causes extensive damage to
the chromosomes. The positive control cells were exposed to TEM for
2k hours. cells exposed to Compound 71-5 were exposed for 42 hours,
Cells exposed to TEM for periods longer than 24 hours show a very low o
Percentage of anaphase figures. o

]
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In the previous report, a possible dose response was indicated when

- the cells .were exposed to the test compound for 24 hourse However, when

the cells are treated for 42 hours, anaphase cells at all dose levels are
severely affected, and no dose response is seen,

1

R reaness T A N




B e i O N i

Table 1
CYTOGENETIC ASSAY
ANAPHASE SUMMARY SHEET
Compound 71-5
(Calcium carrogeenan)
. Cells
Cells with with More Cells
. Acentric Other than One with
No. of Fragments Cells with Multipolar (Abnormal) Type Aber, Aber,
Dosage Time¥ Cells (4) Bridges (%) cCells (%) (4) - (%) (£)
Negative Cortrol 42 112 3.6 5.4 1.8 0 0 10.7 .
10 wg/ml = 42 144 61.8 4.2 18.1 41,0 36.1 86.1 ' -
oo ‘ . ' _ ‘ : 1
100 pg/ﬁll o 42 118 72.9 4,2 2,5 | 67.8 55.9 88.1 ]
1000 pg/ml 42 116 55,2 5.2 10,3 69.8 44,8 91.4
TEM & 0.05 pg/ml 24 55 34,5 9.1 7.3 . 41,8 25.5 65.5
3
* Time of harvest after treatment (hours)
,
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STATISTICAL SUMMARY

This addendum presents statistical treatment of the dominant lethal
gene data for Calcium Carrogeenan, usfng the procedural outline of Miss
Janet Springer, FDA. A description of the statistical procedures and an
explanation of how the computations are accomplished were presented as
Appendix A of Compound Report No. 8, Guar Gum (71-16), Summary tables
of experimental data also are included for reference.

A review of these statistical evaluations continues to support the
conclusions presented in the main report: 1i.e., Calcium Carrogeenan is
not a mutagenic substance by the dominant lethal gene test,
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Subacute-Multiple Dose

1

-~

210/16=13.1

215/18=11.9

190/15=12,7

2 221/17=13.0 223/16=13.9
3 217/17=12.8 '176/15=11.7
4 222/17=13.1 213/16=13.3
S 246/20=12.3 2?0/20=12.5
6 230/20=11.5 169/16=10.6

224/20=11.2

170/16=10,6%
196/15=13.1
220/19=11.6
249/20=12.5
223/18=12.4

204/16=12.8

' 208/19=10.9

164/15=10,9%
224/19=11.8
220/19-11.6
243/20:12.2'
219/19=11.5
237/20=11.9

210/20=10.5

* Significent at P < 0.05

** Significant at P < 0,01

I Increase over control’
: 28
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DOMINANT LETHAL GENE-RAT
Table 9
AVERAGE IMPLANTATIONS PER PREGNANT FEMALE ’
Summary 4/<
Compound: Calcium Carrogeenan
- FDA No: 71-5 -
Week of Control © TEM 71-5 71-5 71-5
Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/kg)
Acute-Single Dose
1 202/16=12.6 183/15=12,2 226/17=13.3 183/15=12.2 203/16=12.7
2 199/16=12.4 124/15= 8,3## 212/18=11.8 180/15=12.0 188/17=11.1
3 224/17=13.2 179/18=9,9#% 162/13=12.5 215/17=12.6 231/18=12.8
4 228/18=12.7 74/15=4 ,9## 236/20=11.,8 206/18=11.4 185/16=11.6
5 233/20=11.7 186/17=10.9 237/20=11.9 214/16=13.4 267/20=13,4%1

6 234/20=11.,7 164/15=10.9 212/18=11.8 220/19=11.6 230/19=12.1
7 223/20=11.2 175/16=i0.9 203/17=11.,9 216/18=12.0 229/20=11.5
8 228/20=11.4 185/17=10.9 227/19=11.9 230/20=11.5 238/20=11.9
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DOMINANT LETHAL GENE-RAT
Table 10

AVERAGE DEAD IMPLANTS PER PREGNANT FEMALE

Summary
Compound: Calcium Carrogocian
FDA No: 71-5

Week of Control » TEM 71-5 71-5 71-5

Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/kg)
Acute-Single Dose ‘

1 15/16=0.94 70/15=4,67 ## 22/17=1.29 13/15=0.87 v 16/16=1,00

2 9/16=0,56 103/15=6,87#%* 13/18=0,72 13/15=0.87 22/17=1.29

3 ‘ 11/17=0.65 138/18=7.67## 16/13=0.76 15/17=0.88 18/18=1,00

4 16/18=0,89 68/15=4 ,53%# 30/20=1,50 21/18=1.1 29/1-6=1 ._81

5 12/20=0,60 70/17=4,12%% 23/20=1.15 24/16=1.50 % 9/20=0,45

6 6/20=0,30 25/15=1.67## 10/18=0.56 13/19=0.68 16/19=0.84

7 10/20=0.50 12/16=0.75 28/17=1,65% - 8/18=0,44 8/20=0.40 1

8 10/20=0,50 15/17=0,88 23/19=1.21 32/20=1.60%# 16/20=0.80
Subacute-Multiple Dose ‘ ) P

1 18/16¥1.13 11/15=0.73 11/16=0.69 9/15=0.60

2 15/17=0,88 15/16=0,94 11/15=0.73 10/19=0.53

3 23/17=1,35 - 22/15=1.47 14/19=0,74 25/179‘—1 .32

4 9/17=0.53 5/16=0,31 /16/20‘—-0.80 18/20=0,92

5 11/20=0,55 11/20=0,55 13/18=0.72 13/19-0.68

6 14/20=0,70 6/16=0.3§ 7/16=0,44 4/20=d.20

7 25/18=1.39 14/20=O.;0 8/19=0.42%D - 14/20=0.70

*

Significant at P < 0.05
*#* Significant at P < 0.01
D Decrease below control

29 - -
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DOMINANT LETHAL GENE-RAT
| Table 11
DEAD IMPLANTS/TOTAL IMPLANTS
Summary
Compound: Calcium Carrogeenan
FDA No: 71-5

Week of Control TEM . 71-5 71-5 71-5

Study (10 ml/kg) (0.2 mg/keg) (30 mg/kg) (2.5 g/xg) {5 g/kg)
Acute-Single Dose

1 15/202=0.07 70/183=0,38%¢  22/226=0.10 13/183=0.07 16/203=0.08

2 9/199=0.05  103/124=0.83%%  13/212=0.06 13/180=0.07 22/188=0.12

3 11/224=0.05  138/179=0.77%% 10/162=0.06 15/215=0,07 18/231=0.08

4 16/228=0.07 584 74=0,92%%  30/236=0.13% 21/206=0.10 29/'185_=0.16

5 12/233=0.05  70/186=0.38%% 53 5404 10 24/124=0,11 9/267=0.03

6 6/2{34:0.03. 25/164=0.15%%  10/212.0,05 13/220=0.05 16/230=0.07

7 10/223=0.04 12/175=0,07 28/203=0,14%  8/216=0.04 8/229=0,03

8 10/228=0,04 15/185=0.08 . 23/227=0.10 32/230=0.14% 16/238=0.07
Subacute—Multiple Dose

1 18/210=0.09 11/190=0.06 11/170-0.06 9/164=0.05

2 15/221=0.07 15/223=0,07 11/196=0,06 10/224=0,04

3 23/217=0,11 ) 22/176=0.13 14/220=0.06 25/220=0,11

4 9/222=0,04 5/213=0.02 - 16/249=0.06 18/243=0,07

5 11/246=0,04 11/250-0,04 13/223=0,06 13/219=0.06

6 14/230=0,06 6/169=0.04 7/204=0,03 4/23'):0.02*1)

7 25/215=0,12 14/224=0,06 8/208=0.04 - - 14/210=0.07

*

. Significant at P < 0.05
#Ht Significant at P < 0,01
D Decrease below control

30
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AVERAGE COPORA LUTEA PER .PREGNANT FEMALE

DOMINANT LETHAL GENE-RAT

Table 12

Summary
Compound: Calcium Carrogeenan
FDA No: 71~5
Week of Control TEM .- 715 71-5 71- 5
Study (10 ml/kg) (0.2 mg/kg) (30 mg/kg) (2.5 g/kg) (5 g/keg)
Acute-Single Dose
1 222/16=13.9 229/15=15.3 243/17=14,3 209/15=13,9 222/16=13.9
2 © 213/16=13.3 188/15=12.5 238/18=13;2 187/15=12.5 212/17=12.5
3- 236/17=13.9 279/18=15.5 175/13=13.5 252/17=14.8 252/18=14.0
4 246/18=13.7 192/15=12.8 271/20=13.6 230/13=12.5 220/16=13.8
-5 256/20=12.8 241 17=14,2%*1 266/20=13.3 221/15=13.8 281/20=14,1%¥*]
6 245/29=12.3 189/15=12.6 224/18=12.4 242/19=12.¢ 245/19=12.9
7 249/20=12.5 204/16=12.8 229/17=13.5 237/18=13.2 256/20=12.8
8 239/20=12.0 205/17=12,1 259/20=13.0%1

Subacute-Multiple Dose

1 222/16=13.9
2 230/17=13.5
3 241/17=14.2 )
4 237/17=13.9
5 262/20=13.1
6 268/20=13.4
7 220/18=12.2

234/19=12.3

210/15=14.0
232/16=14.5
207[15=13.8
223/16=13.9
266/20=13.é
203/16=12,7

248/20-12.4

246/20=12.3

212/16=13.3
213/15=14.2

245/19=12 9%

.'266/20=13.3

238/18=13.2

215/16=13.4

231/19=12,2 .

199/15=13.3
244/19=12,8
259/19=13.6
276/20=13.8
255/19=13.4
260/20=13.0

253/20=12.7

Significant at P < 0.05
Significant at P < 0.01
Increase over control
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DOMINANT LETHAL GENE-RAT
. Table i3
AVERAGE PREIMPLANTATION LOSS PER PREGNANT FEMALE
Summary .
Compound: Calcium Carrogeenan
FDA No: 71-5
Week of Control “TEM 71-5 71-5 71- 5
Study (10 ml/kg) (0.2 mg/keg) (30 mg/kg) (2.5 g/kg) (5 g/keg)
Acute-Single Dose
1 20/16=1.25 46/15=3,07 17/17=1.00 26/15=1.73 19/16=1,19
2 © 14/16=0.88 64/15=4 27*# 26/18=1.44 7/15=0,47 24/17=1.41
3 12/17=0,71 100/18=5.56%%  13/13=1.00 37/17=2.18 21/18=1.17
4 18/18=1.00 118/15=7,87## 35/20=1.75 24/18=1,33 35/16:2.19
5 23/20=1.15 55/17=3.24 29/20=1.45 7/16=0.44 14/20=0.70
6 11/20=0.55 25/15=1.67 12/18=0.66 22/19=1.16 15/19=0.79
7 26/20=1.30 29/16=1,81 26/17=1.53 21/18=1.17 27/20=1.35
8 11/20=0.55 20/17=1.18 7/19=0,37 16/20=0.80 21/20=1.05
- Subacute-Multiple Dose
1 12/16=0.75 20/15=1,33 42/16=2,63% 35/15=2.33
2 9/17=0.53 9/16=0,56 17/15=1,13 20/19=1.05
3 24/17=1 .41 i 31/15=2,06 25/19=1.32 39/19-2.05
4 15/17=0.88 10/16=0,63 "17/20=0.85 33/20=1.65
5 16/20=0.80 16/20=0.85 15/18=0.83 36/19=1.89
é 38/20=1,90 34/16=2.13 11/16=0.69 23/2o=i.15 ﬁ
7 5/18=0.28 24/20=1.20 23/19=1,21 43/20=2.15%
* Ssignificant at P < 0.05
#* Significant at P < 0.01 h
D Decrease below control
32 ) )
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© DOMINANT LETHAL GENE STUDY OF COMPOUND 71=5

TEST

MATERIAL WEEK S/M

© T1=5
T1=5
71-5
71-5
T1=5
T1-5
T1-5
T1-5
71-5
71=-5
T1=5
71=-5
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71=5
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¥ 78 0 0 1 o0 & 11 ] :)
Y 11 e 6 0 2 a 11 & :
Y lo s o 6 o o 10 S k
N o 0 o 0 o o0 0o o0
\ g 3 ©o 0 1 o 10 3
Y 11 5 o o0 2 1 11 &6
Y 6 S o 0 o o 9 6
N o 0 0 0 o o o 0
Y 8 6 0 2 o -8 5
Y & 5 o » 1 1 & S
Y 6 8 o 0 0.9 & 9
Y 2 .0 1 o0 0 o 2 9
Y T 6 o 0 1 o T 6
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71=§

TEST

MATERIAL

TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM .

CNTRL1
CNTRL1
CNTRL1
CNTRL1
CNTRLY
CNTRL]
CNTRL1
CNTRL]
CNTRL]
CNTRLY
CNTRL]
CNTRL1
CNTRLI
CNTRL1
CNTRL1
CNTRL1
CNTRL1
CNTRLL
CNTRL1
CNTRLI

Pt b B b Gt ot Pt b b Pt s b (b P (b Pt ot bt s
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WEEK S/M DOSE

«0002
«0002
«0002
«0002
«0002
#0002
«0002
«0002
«0002
«0002
«0002
«0002
« 0002
«0002
«0002
«0002
«0002
+0002
«0002
+0002

=0.0000
=0.0000
=0,0000
«0.0000
-0.0000
«040000
«0,0000
=0.0000
«0.0000
=0,0000
«0.,0000
=0.0000
-0,0000
=0.0000
«0.,0000
«0,0000
-0,0000
=0.,0000
=0,0000
=0,0000

OCOVOIENNICUIVNS & WWNN = =
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MALE FEMALE
No.

21
22
23
24
25
26
27
28
29
30
31
32
33
34
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36
37
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CALCIUM CARRAGEENAN PAGE 3
EARLY LATE CoRPORA 3
IMPLANTS DEATHS DEATHS  LUTEA i;
PREG L R L R L R L R .
T o 0 11 S T 7 3
4 8 e 0 o 2 5 9 :
6 5 6 0 3 6 b
3 6 1 (| 2 o 7 )
s 0 6 0 o o 0o 0
10 1 0 o o 9 10
3 9 ¢ 0 a3 3 1o
o 0 o 0 o o 06 0
0o 0 6 o o o o 0 4
T3 [ 2 T 5 3
() o 9o o o 0 o
5 10 0 0 1 4 13 10 3
6 8 0 0 3 & 6 9 :
6 9 6.0 2 8 13 .
T7 6 0o 1 1 T 9 ‘
a b o n 13 s 9 6
o 0 o 0 o o 0o 0 -
7 6 6o 0 o o 7 6 ]
4 10 0 0 2 s 4 11 3
9 6 5 0 & S 1n &
T 5 o 0 o 1 8 5 ;
" 0 6o 0 o0. 0 0 0 i
s 9 o 0 o 1 6 9
8 s o 0 o o 8 6 .
. T o 0 o n 5 8 :
6 9 6 0 & 3 6 9 4
9 6 o 0 1 0 9 6 -
4 .9 o 0 | 1 5 9
a 6 6o o0 2 9 8 )
3 9 6o 0o o0 1 3 9
8 4 6o o0 o 1 a5
A 6 0 0 o o 86
6 0 0 0o o o 0 0
[ 0o 0 o o o 0 "
5 10 o 0 o o 5 10
o 0 6 0 o o 0 0 .
1o 3 0 0 o o 10 3 i
8 5 0o o6 o o 8 6 #
3 8 o 0 o o 3 9 ]
5 8 o 0 1 6 8 ,;
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-S

TEST
MATERIAL

71=-5
715
71=-5
71=5
71=5
T1=5
T1-5
71-5
71-5
71=5
T1=5
" 71-5
715
71=-5
71-5
71=-5
715
Ti=5
71-5°
71-5

71-5%
115
71=-5
T1-5
71=-5
71=5
715
T1-5
71=-5
71=5
T1=5
T1=5
T1=5
71-5
T71=-5
71=-5
T1=5
T1=5
T1=5
7.6

WEEK

- D Pt hst b s el b Bt e B Nt e bt P s b et et

P e e e e e

S/M  DOSE

XTXTIITXXITITIITITIXTIITXX

ZTXTXTXIXIIZI XTI XTI

0300
«0300
20300
«0300
20300
+0300
«0300
«0302
+0300
0300
+0300
«0300
«0300
«0300
+0300
«0300
«0300
0300
«0300
«0300

25000
2.5000
2.5000
2,5000
2,5000
2,5000
2,5000
245000
2,5000
245000
245000
2.5000
2,5000
245000
2,5000
2.5000
2.5000
245000
2,5000
245000

MALE FEMALE

No.

11
11
12
12

13,

13
1s

14

15
15
16
16
7
17
18
18
i9
19
20
20

21
21
22
22
23
23
24
24
25
25
26
26
27
27
28
28
29
29
30
30

NO.

21
22
23
26
25
26
27
23
29
30
31
32
33
34
35
36
37
kL]
39
40
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-1
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59
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"o
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10 4
6 8
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7 4
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6 6
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S ]
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0 0
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11 14
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7 5
] 2

[y

ey

1

B
}
' ¢




UERSRNPIES ST

S B R 00 RN S v R B ) ottt s

Hagel

DOMINANT LETHAL GENE STUDY OF COMPOUND T1e5S

TESY

- MATERIAL

-T1=5
71=5
71=5
71=5
71=-5
71-5
71=5
715
71~5
71=-5

. T1-5

71=-5
T1=5
71-5
71-5
71=-5
71=5
71=5
71=5
71=-5

WEEK

.
bb Pd bl ped Pd Jad ek Bed pud pd Pud md Pud Pf ok gk et ot bmd e

S/M

XTXTTXITIIIZXXZTIXTITITIZITXIXZTR

NDOSE
50000

5,0000

5.,0000
507"
Se’
5,0006
5.002
5.3000

S {00

5.0000
SeGiil -
£.,0000
5.08G00
540003
5.0000
5.,0000
$.0000
5.,0000
5.0000
5.0000

MALE FEMALE
NO, .

NO,

31
31
32
32
33
33
34
34
35
3&
3
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38
38
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39
40
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: * DOMINANT LETHAL GENE STUDY OF COMPOUND ?1e5 CALCIUM CARRAGEENAN PAGE & 3
, ‘ EARLY  LATE CORPORA
) TEST MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA
MATERIAL WEEX S/M DOSE  NO, NO. PREG. Lt R L R L R L R
" 3
< CNTRL1 2 S <0.0000 1 1 Y 3 7 0 0 -0 1% s 7 o
3 , CNTRL1 2 S =0,0000 1 2 W 0 0 0o 0 o8 o 0o 0 j)
: i . CNTRL1 2 S =0.0000 2 3 Y 19 2 6 0 o o0 10 2
! ; . CNTRL1 2 S =0,0000 2 4 ¥ 6 ¢ o0 = o 9 4
' CNTRL1 2 S =0,0000 3 5 N o 0 o 0 o o0 o 0
. : CNTRL1 2 S =0.0000 -3 6 Y 6 9 o 0 o 2 6 9
p CNTRLY 2 S «0,0000 & 7 Y 9 s 6 6 1 q 9 6 &
CNTRL1 2 S «0,0000 & 8 N o 0 0 0 o o [ 2
; CNTRLY 2 S «0.,0000 5 9 Y 3 1o °o o0 o o 3 10
;] CNTRLY 2 S «0,0000 S 10 Y T s o o0 1 1 8 6
- CNTRL1 2 S «0,0000 & 11 Y 6 17 6 o0 1 o 6 9
CNTRL1 2 S «0.0000 6 12 Y 3 10 o 0 o o 3 10 :
. CNTRLI 2 s -0.0000 7 13y 5 6 0 0 o0 o6 5 7 3
[ : © CNTRLI 2 S =0.0000 T 14 Y a 3 6 0 o o A 3 -
i . CNTRL1 2 S =0,0000 8 15 Y T 5 0 0 o 1 T 6 :
o \ CNTRL1 2 S «0,0000 8 16 Y a & o 0 0 o ? 6 i
i CNTRL1 2 S =0.0000 ¢ 17 Y T =8 6 0 o o T 8 :
A CNTRL1 2 S «0.,0000 9 18 N 0o 0 0o 0 o o0 0o 0
# CNTRL1 2 S «0,0000 10 19 Y 3 9 o 0o o o 3 10
P "CNTRL1 2 S =0.0000 10 20 Y s 7 o 0 o & 7
s . Ti=5 2 S 00300 21 41 Y 6 8 0o o0 o o 6 8 _
A 71-5 2 s 20300 21 42 Y 5 7 o 0 o o T o7 3
i T1e5 2 s 20300 22 43 Y 6 4 0 0 1 n -6 & b
e 71-5 2 S «0300 22 . Y 6 8 6 o o 1 6 8 2
i % 715 2 S 20300 23 45 Y 0o 1o 0 0 0o 2 4 10 i
| 5 T1-5 2 s 00300 23 v Y 5 6 0 a8 5 5
A T1-5 2 s <0300 24 47 Y PO 0 0 o o s 8
% 71-5 2 ] 20300 24 48 Y s 8 6 06 o o 7 9
‘ g 71-5 2 S 20300 25 49 Y 5 6 o 0 n o 6 10
| g 71-5 2 s «0300 25 50 N 0o 0 6 0 o o 0 0
* 9 T1-5 2 S $0300 26 51 Y 4 4 o 0 o 1 5 4
4 71-8 2 ] «0300 26 52 Y 4 8 o 0 o o ¢ 8
71-5 2 s «0300 27 53 Y 7T 5 6 0 o o A 5
71-5 2 ) #0300 27 54 Y 5 6 0 0 1 o 6 7
71-5 2 s +0300 28 55 N 6 0 6 0 o o 0 o
T1-5 2 ] «0300 28 56 Y 3 n 6o 0 o0 4 12
* . 71-5 2 ] #0300 29 57 Y T 6 6 o0 { 8 6
: T1-5 2 3 «0300 29 s8 Y 2 1 0o 0 o 1 2 1
| 7T1-5 2 s «0300 30 59 Y 12 1 o o0 2 o 13 2
i . 715 2 s #0300 30 60 Y 2 9 5 0 a 2 2 10 "
AN
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§ " DOMINANT LETHAL GENE STUDY OF COMPOUND 71=S CALCIUM CARRAGEENAN PAGE 7 '
i . EARLY LATE  CORPORA X
: TEST . MALE FEMALE IMPLANTS DEATHS ODFEATHS LUTEA 4
MATERIAL WEEK S/M DOSE  NO. NO. PREGe L R L R 1L R L R '
! " 71=5 2 S 2.5000 231 61 Y 8 6 o 0 -0 9o 8 6 .
g T1=5 2 S  2.5000 3} 62 B { 7T 6 o o o0 o A
: 71=-5 2 S  2,5000 32 63 Y 6 & o 0 o o 6 5 } j)
% 715 2 s 2,5000 32 ' N 0o 0 o 0 o 0 0 0 -
: . 71-5 2 S 2.,5000 33 65 Y . 7 o 0 o o 4 7 -
; 71-5 2 § 2.5000 33 66 Y s 8 o 0 o o 5 8 -
: 71-5 2 S 245000 34 67 Y s 8 o 0 o0 2 5 8 ;
: 71~5 2 S 245000 3 68 Y 8 5 o 0 0o o0 R 5 1
g T1-5 2 S  2.5000 35 69 ¥ 6 5 o 3 2 1 6 5 -
4 ] 71-5 2 S 2.5000 35 70 Y 6 3 o o0 o o 10 -3 :
i - T1-5 2 §  2.5000 36 71 Y 5 8 o 0 1 2 5 .8
[ 71=5 2 S  2.,5000 36 T2 Y 5 6 6 o 2 1 5 6
i . T1% 2 S 2.5000 237 73 oY 7T 4 6 0 o -0 T S5
. 715 2 § 2,5000 37 T4 Y 6 6 o o0 o o 6 6
g 71-5 2 § 2.5000 38 75 "N o O o o o o o 0
o 71e5 2 S 2.5000 38 76 Y 3 9 o 0 o 1 3 10
: 71-5 2 .§  2,5000 39 7 N 6 0 o o0 o o ¢ 0
i 715 2 S 2.,5000 39 78 N ¢ 0 o o o o 0 0 3
4 LT1=5 2 S 2,5000 40 - 79 ¥ T 7 o o0 o 1 T 7 g
i 71+5 2 S  2.5000 40 80 N o 0 6 0 o o o 0
El
j 71-5 2 S  5,0000 &1 81 Y 5 8 o o0 t » T 9
4 T1-5 2 S 5.0000 41 a2 Y T 8 e 0 o0 T e
71-5 2 S  5,0000 42 83 Y 7T 6 o o0 2 3 .1 6 3
71-5 2 S  5,0000 42 84 ¥ 6 7 o 0 o o 6 7 ]
715 2 S 5.0000 43 85 Y 4 3 o n 1 1 8 4 f
71-5 2 S  5.,0000 43 a6 Y 5 8 o 0 o o s 8 A
71-5 2 S 5.0000 e 87 Y 6. 8 0o 0 2 o & 8 E.
71«5 2 S  5,0000 44 1} Y . 7 6 0 1 o0 4 B8 ;)
715 2 S 5,0000 45 89 Y 2 0 o 0 2 o . 7
71-5 2 S 55,0000 45 90 Y 3 8 e o0 o o 3 9
71=5 2 S  5.0000 46 91 Y 4 6 6o 0 o o ¢ 6
71=5 2 S 5,0000 46 92 Y 5 5 o 0 0o 1 5 5
715 2 S 5.0000 47 93 Y 7T 2 o 0 o 1 7 3
T1-5 2 S 5,0000 &7 94 N o 0 0 o0 o o0 o o
715 2 S 5,0000 48 95 Y 5 8 6o o 1 2 5 8
R T1-5 2 S 5,0000 48 96 Y 2 1. o o 1 3 2 11
’ T1=5 2 S 5,0000 49 97 Y 3 7 6o 0 o o 7T 8
71-5 2 S 5.,0000 49 98 Y 5 9 o o0 o0 o 5 9
715 2 S 5,0000 S0 99 N 0o 0 o 0 o0 o o 0
715 2 $ 5,0000 50 100 N ®) «0 =0 «0 =0 =0 <0 =0
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-S CALCIUM CARRAGEENAN

. EARLY LATE
TEST MALE FEMALE IMPLANTS DEATHS DOEATHS
MATERIAL WEEK S/M DOSE NO, NO, PREG. Lt R L R L R
TEM 2 ] 0002 11 21 Y 5 & 0 o0 2 2
TEM 2 s <0002 11 22 Y 3 3 6 o6 3 3
TEM 2 ] £0002 12 23 Y 3 4 0 o 3 &
TEM 2 s .0002 12 24 Y 5 & 6 N0 1 .4
TEM 2 s 0002 13 25 Y 6 7 0o 0 5 6
TEM 2 s ,0002 13, 26 ‘N o 0 o 0 o o
TEM 2 s 0002 14 27 N o 0 0 0 o0 o
TEM 2 S «0002 14 28 Y LR S o o 3 6
TEM 2 S .0002 15 29 Y 6 ¢ o o 3 2
TEM 2' s 0002 15 30 N 0o o 6 o0 o n
TEM 2 S . L0002 16 31 Y 12 6o o0 1 1
TEM 2 s .0002 16 32 : 2 5 6o o 2 5
TEM 2 s «0002 17 33 ‘ a5 o o 3 S
TEM 2 S L0002 17 3 Y 32 o o 3 2
TEM 2 s .0002 18 35 Y 7T 8 o 0 & &
TEM 2 3 0002 18 s Y 5 7 o o 5 7
TEM 2 s «0002 19 37 Y 3 6 0o o 3 6
TEM 2 s 0002 19 ag - N o 0 o 0 o0 0
TEM 2 .S .0002 20 -39 N 0o 0 o 0 o o
TEM - 2 3 0002 20 40 Y 1 2 0o 0 1 2
CNTRLY "2 M =0,0000 1 1 Y s 11 o 0 o o
CNTRLY 2 M «0,0000 1} 2 Y 9 & o o0 o0 0
CNTRLI 2 M «0,0000 2 3 Y TS 0o 0 3 0
CNTRL1 2 M «0,0000 2 . Y 3 9 6o 0 0o 9
CNTRL1 2 M =0,0000 3 ] \a T 5 3 o0 a8 2
CNTRLY 2 M =0.,0000 3 6 Y . 6 9 0 o o
CNTRLY 2 M «0,6000 & 7 N o 0 o o6 o 0
CNTALL 2 M ~0,0000 & 8 Y 3 1o 6 1 oo 0
CNTRL] 2 M «0,0000 S 9 Y 5 10 o 1 o o
CNTRL1I 2 M =0,0000 S 10 N 0o 0 o 0 o0 O
CNTRL1 2 M =0,0000 6 11 Y 3 9 o 1 o o0
CNTRL1 2 M =0,0000 & 12 Y 9 6 o 1 o0 0
CNTRL1 2 M -0,0000 7 13 N o 0 o 0 o o
CNTRLL 2. M =D,0000 7 14 Y 8 4 6 0 o0 o
CNTRLI 2 M «0,0000 8 15 Y 3 12 o 6 o0 1
CNTRLY 2 M =0,0000 8 16 Y 7 s o 0 o0 o
CNTRLY 2 M «0,0000 9 17 Y 1o 4 o 0 o 0
CNTRL1 2 M =0,0000 9 18 Y 4 10 o 0 o0 0
CNTRL1 2 M «0,0000 10 19 Y ? 5 0o 0 1 o
CNTRL1 2 M =0.0000 10 20 Y 6 7 6 1 92 0

R Rt il 0 h e Al e, 14

PAGE 8
CORPORA
LUTEA
L R
5 7
7 4 ]
I
- )
6 9
o o
0o 0
5 7
6 5
0o 0 4
T n
3 n
s 7
PR §
K 5 .
s 9 :
3 4 5
0o o s
0 o 3
PO § ~
4 11
In 4
9 5
3 9
T s
a7
o 0 i
i n
% 10
0 o
3 10
9 6
0 0
8 &
3 12
B 5
10 4
4 10
T 6
6 7
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3 _OOMINANT LETHAL GENE STUDY OF COMPOUND 71-5 CALCIUM CARRAGEENAN PAGE 9 #

§ ’ EARLY LATE  CORPORA ]

: - TEST MaLE FEMALE IMPLANTS DEATHS DEATHS  LUTEA g
! MATERIAL. WEEK S/M DOSE ~ NO, NO.,  PREG. L R L R L R L ®
; 715 2 M L0300 11 21 N o 8 0o o 0o o 0o o0
: 715 2 M +0300 11 22 \ 8 s o 0 n o0 3 5
| i 71-5 2 M <0300 12 23 Y 6 7 o 0 0o o 5 7
! ] 71-5 2 M +0300 12 26 Y 6 8 o 1 1 o 6 8

3 71-5 2 M «0300 13 25 Y 10 6 o 0 1 o0 10 6 -
3 . 71-5 2 M «0300 13 26 Y 2 12 o 0 o 1 2 12

i 71-5 2 M «0300 la 27 Y 1» 6 o 0o 1 1 107 3

i T1=5 2 M <0300 14 28 Y T 9 o 1 o o T 10 2
: 71-5 2 M «0370 15 29 N ¢ 9 0o 0 o o 0o .0
i 715 2 M «0300 15 30 N 0o 0 o 0 o o o 0
; 715 2 M. 40300 16 3 Y 6 & o 1 0 o 8 4

ki T1-5 2 M «0300 16 32 N o 0 6 0 o o o 0 3

§ 71=5 2 ] «0300 17 33 Y a7 o 0 o0 9 I § 4

g 71-5 2 M .0300 17 3e -y 8 9 o 5 1 2 8 9 3

i . 71=5 2 M «0300 18 a5 Ri 5 7 o 0 o oo -5 8 i
i =5 2 M «0300 18 36 Y T s 1 1 o o T 5

: 715 2 M «0300 19 37 Y 6 7 o 0 0o o 6 7 ,

] 715 2 M «0300 19 e’ Y T 8 6 0 o o T 10 !

i T1-5 2 M «0300 20 . 39 Y 4 9 1 0 o 1 s 10 ;

? 71-5 2 M «0300 20 40 Y 9 5 o 0 o o 9 5 {

i T1-5 T2 M 2.,5000 21 41 Y 8 9 o 0 o o 12 9 ;.

£ : 71-5 2 M 2,5000 21} .2 \ 6 4 o 0o o o 6 & »

k] T1-5 2 M 2,5000 22 43 Y & 9 0o 0 o o s 9 3

i T1=5 2 M 2.5000 22 44 Y in 2 o o0 o» 9o 12 3 g
g 71-5 2 M 2.5000 23 45 Y 6 6 o 0o 2 1 6 6
3 715 2 M 2,5000 23 46 Y ¢ 8 1 o0 o o & B
g 71=5 2 M 2,5000 24 AT Y 9 7 6 1 1 9 9 8
71«5 2 M 2,5000 24 48 N 00 0o 0 o o0 0 0

715 2 M 2,5000 25 49 N o 0 o 0 o0 o 9 0 :

T1-5 2 M 2,5000 25 50 N o o 0o 0 o o o o :

715 2 M 2,5000 26 - 5l N o 0 6 0 o o o 0 '

715 2 M 2.5000 26 52 Y 3 9 2 2 o o 3 9 1

71-5 2 M 2.,5000 27 53 Y 6 6 o 0 o o 6 6 t

71=5 2. M 2,5000 27 54 Y 9 & 6 o0 o0 9 4 1

E . 71=5 2 M 2,5000 28 55 Y 7 8 0 0 t o T 8 :
3 71=5 2 M 2,5000 28 56 Y 9 4 6 0 o o 9 &
b . . T1e=5 2 M 2,5000 29 57 Y 6 6 o o0 na o 6 6
E 71-5 2 M 2,5000 29 s8 Y s 8 0 9% o o 11 39
b Ti=§ 2 M 2,5000 30 59 \ 5 9 o 6 o0 o 6 9
. 71=5 2 M 2,5000 30 60 N 0o 0 o o o o0 0 0

e LA
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5

TEST
MATERIAL

71«5
715 .
T1=5
115
71=8
71=5
71«5
71=5
T1<5
715

© T1-5

71-5
71=5
715
71=5
715
71=5
715
71-5
T1=5

WEEK S/M
2 M
2 M
2 M
2 M
2 u
2 M
2 M
2 M
2 M
2 M
2 M
2 M
2 M
2 M
2 M
2 M
2 M
2 M
2 M
2 M

DOSE

'590000

5.0000
5.0000
540000
540000
5,0000
S.0000
5,0000

"5,0000

5.0000
5,0000
5.0000
5,0000
5.0000
5.,0000
500000
50000
500000
5.0000

5.,0000

MALE FEMALE

NO.

31
31
3e
32
33
33
34
.34
35
35
36
36
37
37
38
38
39
39
40
40

NO.

61
62
63
64
65
66
67
68
6%
70
71
72
73
T4
75
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L
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i DOMINANT LETHAL GENE STUDY OF COMPOUND 715 CALCIUM CARRAGEENAN PAGE 1)
3 : EARLY LATE  CORPORA
i - TEST MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA
: MATERIAL WEEK S/M DOSE  NO, NOs  PREG. L R L R L R L R
: CNTRLY 3 S «040000 1 1 Y 6 7 6 o0 o o 6 7
i CNTRLY 3 S «0.,0000 1 2 LY 4 10 6o 0 o o 4 10 )
; CNTRLY 3 S =0,0000 2 3 Y 6 2 1 0o~ T 7
i CNTRL] 3 S =0,0000 2 o Y 7 5 6o 0 o o 8 @ :)
i CNTRL1 3 S =0,0000 3 S Y 6 5 0 0 o o T
¢ . . CNTRL1 3 S «0.0000 23 6 Y a7 0 0 o o g 7
i CNTRLY 3 S =0,0000 3 7 Y 7 9 0 1 0 0 7 9 -
3 CNTRLY 3 S «0,0000 & 8 Y 17 & 2 0 o0 o 19 & 5
' CNTRLL 3 S =0,0000 5° 9 Y TS 0 0 o 9 T 5 3
3 CNTAL1 3' s .0,0000 5 10 Y 6 8 1 0 o » 6 9 F
3 CNTRL1 3 S . <0,0000 & 11 N 0 0 0 0o o o o 0 i
3 CNTRL1 3 S =0,0000 & 12 Y 5 10 1 1 e o 5 10
3 CNTRL1 3 S =0,0000 7 13 Y T s 0o 0 o 9 s A
4 CNTRL1 3 S =0,0000 - 7 16 -t 5 6 0o o o o s 7
. . CNTRLL 3 S =0,0000 8 15 Y 9 7 0 0 o o 9 7
i CNTRLY 3 S «0,0000 @ 16 Y In & 1 0 o o 1n &
N CNTRLL 3 S «0,0000 9 17 Y 2 12 o 0 n 0 2 13
F CNTRL1 3 S «0,0000 9 18. N [ 0o 0 o o ¢ 0
b CNTRL1 3 .S -0,0000 10 19 N o 0 6 o0 o o o 0
i CNTRLL 3 S «0,0000 10 20 Y 6 & ! 0 o o 6 &
71-5 ©3 S £0300 21 41 N o 0 0o o oo 0 o 0
. 71-5 3 s «0300 21 42 Y 6 8 o0 0 o 6 8
71-8 3 3 20300 22 43 Y T 7 0 o o o T 7
71-% 3 s v0300 22 44 N o 0 0 0 o o 00
71-5% 3 s «0300 23 45 N v 0 0o 0 o o [ 3
715 3 3 20300 23 45 \ T s 6 0 1 o A 5
715 3 S 20300 24 47 Y 6 7 0 1 a g 6 8
71=5 3 s «0300 24 48 Y 8 - 4 6 0 o o A&
715 3 S +0300 25 49 Y 5 6 0o o0 o ‘6 6
T1-5 3 s +0300 25 50 N o 0 o 0 o o0 o 0
715 3 S «0300 26 51 N o 90 0 o o o 0o 0
715 3 s «0300 28 52 Y 4 3 o 0 0o o0 6 7 1
71-5 3 s «0300 27 53 Y 6 7 o 0 o o 6 9 .
71-5 3. s «0300 27 56 Y 6 & 0 0 o0 o R« 3
71=5 3 ] «0300 28 55 Y 11 & DU N N T ¥ 'S
715 3 S «0300 28 56 N o 0 0o 0 o0 o [ 3
. ) 71-5 3 s «0300 29 57 Y 6 8 0o 0 1 o 6 8
T1-5 3 S +0300 29 S8 Y 9 5 6o 2 o0 o 9 5
715 3 s «0300 30 59 Y T 6 1 0 o 2 T 6
71=5 3 S +0300 30 60 N o 0 6 o0 o o [

e e e

i b
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; DOMINANT LETHAL GENE STUDY OF COMPOUND 7T1eS CALCIUM CARRAGEENAN PAGE 12
% : . EARLY LATE  CORPORA
. - TEST MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA
i MATERIAL WEEX S/M DOSE  NO, NO.  PREG. L R L R | R L R :
I . N y:
o T1-5 3 S 2.5000 31 6l Y R 6 o 08 2 o s 6 4
1 71-5 3 S  2.5000 31 62 Y 6 7 1 0 8 o 6 B8 ~
5 71-5 3 S  2.5000 32 63 ty 8 & 2 1 1 0 10 &
; 71-5 3 s 2.,5000 32 64 v « 9 0 0 0 o & 3 W:)
3 71-5 3 s 2,5000 33 65 Y 9 7 o o 2 1 ir 7
{ . 71-5 3 S  2.,5000 33 66 Y o 11 6 1 o 0 6 11
i T1-5 3 S  2.,5000 34 67 Y 5 12 o 0 o0 o 5 12
i 71=-5 3 $  2.5000 34 68 Y 5 10 6 0 09 o 6 11
. 71-5 3 S 2,5000 35 69 Y q 7 0 0 0 1 ] 7
A Ti-5 3' S 2.,5000 35 70 \ 5 8 ¢ 0 o0 o 5 10 3
% . - 715 3 S, 2.5000 36 7n Y 6 5 1 o0 o o T 6 ‘
i 71=5 3 $' 2.,5000 236 12 Y 5 7 0 0 o n 5 7 ,
3 71-8 3 S  2,5000 37 73 Y 2 9 o 0 o o & 11 2
G 11-5 3 S 2,5000 37 T4 R 9 7 0. 06 o 0 10 7
5 . T1-5 3 S 2.,5000 38 75 Y 6 7 6 0o o o 6 7
: T1-5 3 S 2,5000 38 76 ‘N o 0 o o0 o o0 o 0
: 71-5 3 S  2,5000 39 77 Y 4 8 o 1 o o 5 8
& 71=5 3 S  2.5000 39 18, N o 0 0o o0 o o o 0
4 71-5 3 .S 2,5000 40 79 N n 0 o 0 o0 o 0o 0 1
2 71«5 3 S 2.5000 40 80 Y o 1 0o 1 o o 9 7 .
: 71-5 3. S 5,0000 41 8l Y 3 8 o 0o o0 o 3 n 1
: . 71-5 3 S 5.,0000 41 82 Y T 7 o 0 o 1} 8 8 1
71-5 3 S 5.,0000 42 83 Y 4 8 0 0 o 4 9 :
o 71-5 3 S 5,0000 42 ae Y & 7 o 0 o o .s& 7 '
: 71.5 3 S 5.0000 43 85 N o 0 6 0 o o 0 0
7i=5 3 S 55,0000 43 86 % 2 11 o 3 o o 2 1
; 7.-5 3 S  5,0000 44 87 Y 5 8 o o 1 3 5 8
E T1=-5 3 S 5,0000 44 88 Y B. 6 6o o0 o o0 9 7 .
; 71-5 3 S 5,0000 45 89 N 0 0 o 0 o 0 .0 O
: 71-5 3 S 5,0000 45 91 Y 4 11 9 1 o0 o 4 12 -y;)
7 715 3 S 5.,0000 46 _ 91 Y 7 8 1 1 o 1 8 8 :
g T1=-5 3 S 5,0000 46 92 ¥ 7T 6 0o 0 o o 7 6 :
: 715 3 S  5.,0000 47 93 Y 1 2 6 o 1 o 11 2 :
s 71-5 3 S 5,0000 &7 94 Y 8 5 1 2 o o 8 5 :
p 71-5 3 S 55,0000 48 95 Y 9 4 0 0 1 »n 9 & 3
: 715 3 s 5,0000 48 96 v 2 8 ‘0 0 o o 3 9 4
4 . ) 71=-5 3 S 5.,0000 49 97 Y 8 5 o o0 n o 8 5 o
A 71=5 3 5  5.0000 49 98 Y 6 9 0 0 o o 5 10 3
b 715 3 S 5,0000 50 99 Y 8 S o0 0 o0 n 8 5
i 71-8 3 S 5,0000 50 100 Y 8 2 6 1 o o9 11 6
AN
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§ DOMINANT LETMAL GENE STUDY OF COMPOUND 71eS CALCIUM CARRAGEENAN PAGE 13
3 EARLY LATE  CORPORA . :
H TEST MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA : :
A MATERIAL WEEX S/M DOSE  NO. NO.  PREGe L R L R L R ¢ R :
! TEM 3 s .2000 11 21 Y s & 1 5 2 1 1 9
5 : TEM 3 s «2000 11 22 Y 2 s o o 2 S 5 7
: TEM 3 s .2000 12 23 Y. 7 10 3 3 a9 7 10 :
: TEM 3 s ,2000 12 26 N o 0 o 0 0o 0o 0 0 ; j)
H TEM 3 s L2000 13 25 N o o o 0 o o0 o o 2
H TEM 3 S .2000 13 26 Y s 7 2 6 0 0 5 8 ,
§ TEM 3 s +2000 14 217 Y 1o 1 0 o o 15 19 4
! TEM 3 s <2000 14 28 v 9 5 6 ‘& 1 o0 ° 5 ‘
i TEM 1 s .2000 15 29 Y 2 1 0 0 0 & 37 3
. TEM 3. s «2000 15 30 Y 6 8 5 T o o 6 9 :
. TEM 3 S £2000 16 N Y ¢ 7 3 6 o o 5 9
: TEM 3 s L2000 16 32 v s 6 2 3 n 1 6 6 1
; TEM 3 s .2000 17 33 v T e 2 1 2 2 7 6 ;-
b : TEM 3 s 2000 17 34 Y 6 7 6 6 a0 0 7 &
b TEM 3. S «2000 18 3s Y 6 & S5 S a 0 T 7 Py
: o TEM 3 s «2000 18 T Y s 6 o0 0 & & 5 6 :
! TEM 3 s ,2000 19 37 y 11 t 1 o a7 7 Lo
3 - - TEM 3 S «2000 19 s Y 2 5 2 5 o o 2. 9
H ) TEM 3 S «2000 20 39 Y 2 0 2 0 o o0 10 20 g
E : TEM 3 s «2000 20 40 Y 5 9 4 T a 1. 5.9 7
CNTRL1 3 M =0.0000 1 1 N e o 4 o o o o o %
CNTRLL  ° 3 M =0,0000 1 2 Y 12 3 o 0o o o 13 3 e &
F CNTRL1 3 M -0.,0000 2 3 Y 9 6 o 1 o o ° &
] CNTRLY 3 M 20,0000 2 4 Y 6 8 o 5 2 4 6 9
{ . CNTAL} 3 M -0.0000 3 5 Y 6 9 1 6 o o T 9
. CNTRLY 3 M =0,0000 3 6 Y 8 5 0 0 0 o0 5 6
CNTRLY 3 M «0,0000 & 7 v 5 7 o0 o0 1 1 6. 7
g ENTRLY 3 M -0,0000 & 8 \ 6 17 2 2 a8 2 s 7
3 ENTRLL . 3 M -0,0000 5 9 N o 0 o 0 o o o 0
; CNTRL] 3 M «0,0000 5 10 Y 6 5 o 0 o o 6 6
; CNTRL1L 3 M «0.0000 & 11 \ 3 1o o 1 o o 3 10
‘ CNTRLY 3 M «0.0000 6 12 v 7 9 o o0 1 1 8 9
CNTRL1L 3 M ~0.0060 7 13 Y 14 2 & o0 o o 10 3
CNTRLL 3 M ~0,0000 7 14 \ "9 5 0 0 1 A 9 5
CNTRLY 3 M «0.0000 8 15 Y & 7 o 0 o0 o 6 7
eNTRLL 3 M -0,0000 8 16 N o 0 o 0 o o o0
CNTRL 3 M -0.0000 9 17 Y 2 3 1 0 o o 5 10
CNTRLY 3 M «0,0000 9 18 Y 5 8 o 0 o o 5 10
CNTRL1 3 M -0.0000 10 19 Y 2 2 o 0 1 o 5 3
CNTRL1 3 M 0.0000 10 20 Y & 9 o 1 o o s 10
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5

TEST
MATERIAL

T1-5
71-5
71-5
71-5
T1-5
71-5
71-5
71-5
71-5
71-5
71-5
715
T1-5
71-5
71-5
T1e5
71-5
71-5
71-5
71-5

T1=-5
T1-5
71=-5

" T1=5

71=-5
T1-5
71-5
715
71=5
Tle5
715
71=-5
71=5
T1-5
T1=5
T1=5
71-5
T1=5
T1=5
T1=5

WEEK
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$/M  DOSE
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«0300
»0300
«0300
»0300
0300
«0300
«0300
#0300
+0300
20300
0300
0300
«0300
«0300
«0300
«0300
« 0300
«0300
00300
0300

22,5000
2,5000
2,5000
2.5000
2.,5000
2.5000
2,5000
2,5000
2.5000
2.5000
2.5000
2.5000
2,5000
2,5000
2,5000
2,5000
2,5000
2.5000
2,5000
2,5000
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n 0
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]
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PAGE 14

CORPORA
LUTEA
L R
1] 0
k4 5
[ 7
] 0
o ]
S 10
8 S
11 6
10 5
0 0
[ 9
0 0
7 7
5 B
6 5
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: DOMINANT LETHAL GENE STUDY OF COMPOUND 71«5 . CALCIUM CARRAGEENAN PAGE 15 : j)
i : EARLY  LATE = CORPORA b
; TEST MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA 4
: MATERIAL WEEK S/M DOSE  NO,. NOe  PREGs L R L R L R L R :
i T1-5 3 M 5,0000 31 61 Y 5 93 0 -1 c 0 5 9 E
; 71-5 3 M 5,00000 31 62 Y 5 8 1 o0 o o 5 8
i 71=-5 3 M 5,0000 32 63 Y 8 7 0 o0 o o0 8B 8
] 71-5 3 M 5,0000 32 . 64 Y 6 0 0 o o 6 7 3
. C 71=5 3. M 5,0000 33 65 Y 0 1o 0o 2 o 1 12 ;
i . o T1=5 3 M  5,0000 33 66 Y 5 7 0o 0 o0 0 5 8- £
3 T1=5 3 M 5,0000 34 67 - Y 5 6 06 ¢ o0 o0 6 6 -
3 T1=5 3 M £,0000 34 68 Y 4 8 0 & 0o 0 ¢ B 3
) 71-5 3 M 5,0000 35 69 N 0o 0 0 0 o0 0 0o o0 :
$ 71-5 3 M  5,0000 35 70 Y 3 2 o 1 o0 o 7 6 * v
i 71-5 3 M 55,0000 36 71 Y 6 6 0o 0 o0 o0 6 6 :
4 71-5 23 M 55,0000 36 72 Y 2 0 1 0 0 0 5 4 .
! T1-5 3 M 5,0000 37 73 Y 5 7 0o o0 o o 5 7 ;
i 71-5 3 M  5,0000 37 74 Y 7 9 1 7 3 0 10 16

4 71-5 3 M  5.0000 38 75 Y 6 5 0 0 o0 o 6 6
3 7T1-5 3 M 5.0000 38 76 Y 5 4 2 0 0 ] 8 4
3 715 3 M  5,0000 39 17 Y T 6 1 o0 o o 8 8
i T1-5 3 M 5,0000 39 78 Y 9 6 0o 0 o 0 9 6

71-5 3 M 5,0000 40 79 Y "4 8 6 0 o o 4 8

71=5 3 M  5.,0000 40 80 Y 5 8 o 1 o 0 5 9
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5 CALCIUM CARRAGEENAN
EARLY LATE
TEST MALE FEMALE IMPLANTS DEATHS DEATHS
MATERIAL WEEK S/M DOSE  NO. NO.  PREG. L R L R L PR
. CNTRL1 4 S «040000 2 1 Y 6 7 o 0 o
CNTRLY 4 S «0.0000 1 2 Y 5 6 o o 1
CNTRL1 4 S «0,0000 2 3 Y 9 4 1 1 A
CNTRL1 4 S -0,0000 2 e Y 6 5 o 1 o
CNTRL1 4 S «0,0000 3 H Y 8 5 o o0 o
CNTRL1 4 S <0,0000 3 6 Y 2 11 0o o0 1
CNTRL1 4 S «0,0000 & T Y 1 6 o 0 o
CNTRL1 4 S «0,0000 & 8 N o 0 o o0 o0
CNTRLY IS S «0,0000 S 9 ¥ 7 8 o 0 o
CNTRL1 4 S =0,0000 5 10 v 6 9 1 ' s
CNTRL) . S . =0,0000 6 11 Y 7 2 o0 o
CNTRL1 4 S -0,0000 6 12 Y 11 & o 0 o
CNTRLI 4 S «0,0000 7T 13 Y & 8 1 o0 o
CNTRL1 4 S =0,0000 . 7 14 Y 6 9 6 0o 1
CNTRLL 4 S «0.0000 B 1s Y 6 5 o 0 o
CNTRL1 . S «0.0000 8 16 Y 7T 6 1 1 o
CNTRL1 4 S =0.0000 9 17 Y 7 s o 0 o
CNTRLL 4 S «0,0000 9 18 Y 7T 8. 0 0 o
CNTALY 4 S «0,0000 10 19 N o0 o 0 o
CNTRL1 [ S «0,0000 .10 29 Y T 7 6 2 n
71-5 .4 S 20300 21 41 Y 5 8 o 1 o »n
T1-5 IS 5 +0300 21 42 Y 6 8 o 0 0 o
715 4 S .0300 22 ‘43 Y 4 8 o 1 o0 o
T1=5 4 S »0300 22 44 Y 6 S 0 1 0 0
71-5 4 s 0300 23 45 Y 9 6 o 0 2 1
-5 4 s .0300 23 45 Y 8 7 o n 1
71-% a4 S +0300 24 47 Y 5 8 o o 3 1
T1-5 4 s «0300 24 48 Y 5 6 o o0 o
T1-5 4 s .0300 25 49 Y 1 1 1 0 o o
71-5 4 S L0300 25 .50 Y 8 4 6 o0 0 0
T1-5 4 s .0300 26 £l Y 5 5 o 2 o o
71-5 4 s .0300 28 52 Y 6 6 1 o0 o o
71-5 . s .0300 27 53 Y < 2 o 0 o 2
T1-5 4 s 0300 27 56 Y 7 6 2 1 o0 o
71=5 4 3 00300 28 55 Y T 7 o 1 o o
T1-5 . s .0300 28 56 Y 8 3 1 0 o o
71-8 4 s «0300 29 57 ¥ 8 8 6 o0 0 o
71-5 4 S «0300 29 58 Y T s o 0 2
715 4 s 20300 30 59 Y 9 o 1 o0 o
715 4 s <0300 30 60 Y 7 6 ¢ 2 1

QOO0 DVDAOIDIDODODOIIDDDIO

PAGE 16 .

CORPORA
LUTEA
L R
6 7
7 7
9 [
7 5
CI
2 12
« 8
0o 0
7T 8
6 8
T e
12
4 B
6 9
7 s
9 7
1T s
A 10
o .0
T 7
5 8 *
6 8
a 8
a 5
9 6
8 7
5 8
s 9
7 7
15
8 5
6 6
s 8
7 6
77
1n 5
a8
7 s
9 4
7 6
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; DOMINANT LETHAL GENE STUDY OF COMPOUND 715 CALCIUM CARRAGEENAN PAGE 17 : _
e
! : EARLY  LLATE  CORPORA
: TEST MALE FEMALE IMPLANTS UDEATHS DFATHS LUTEA
; MATERIAL WEEK S/M DOSE  NO. NO.  PREG. L R L R L R Lt R ¥
; . 71-5 & S 2.5000 31 61 ¥ T & 0 0 2 2 =8 4 {
: 71-5 4 S  2,5000 31 62 Y 9 2 6 o o o 10 2 v
; T1e5 4 S  2.,5000 32 63 Y 5 5 [ T S 6 6 L )
B 71-5 4 $ 2.5000 32 66 Y 122 0o 0 o o 13 2 3
4 71-5 4 S 2,50060 33 65 Y 4 6 o 0 o a 4 6
1 71-5 . $  2.5000 33 66 Y . 4 6o 0 2 o T s
i 71-5 4 S  2.5000 23s 67 Y 4 8 0 0 o 0 4 3
i 71-5 4 S 2.5000 34 68 Y T s 1 0 o =n A 6
71-5 4, S  2.5000 35 69 Y T .7 0 5 o o 7T =8
: 715 4 S 2,5000 35 70 Y 1n 4 0 [ I 0 10 4
i 71-5 4 S. 2.5000 36 71 Y « 7 0 0 o o « 7
| T1-5 4 S 2,5000 36 12 Y 4 7 o 0 o o P |
! T1-5% . S  2.5000 37 73 2 9 & 6 0 0 n 11 &
: 71«5 4 S 2,5000 - 37 T4 Y 8 [} 1 0 0 n 9 6
I 71-5 4 S 2,5000 38 75 ¥ T 2 3 2 8 a8 2 ¢ 4
: : 71-~5 4 S 2,5000 38 76 Y 6 6 1 0 o Vv 7 8 1
i . . 71-5 4 S 2,5000 39 77 Y I 0 0 & 1 9. & :
i : 715 4 S 2.,5000 39 8 N " 06 0 0o o o o 0 3
! Tie5 4 S 2.5000 40 79 Y 5 4 0 0 o 0. 71 -4 a4
4 71=5 4 S 2.5000 ‘40 80 N 0o 0 6 0 o o 0 0 .
i 71=5 © 4 S  5.,0000 &l 81 Y 7 8 1 o 0 9 ? 8 e 3
A 715 4 S  5,0000 41 a2 Y 4 9 6 0 o0 o 4 10 B
; 71-5 4 S 5.,0000 42 ‘83 N 0 (] 0 o 0 0 0 0 4
ji Y T1es 4 S  5.0000 42 84 Y 4 9 1 2 a a 5 10 :
3 ! T1-5 4 S  5.0000 43 85 y 8 8 0o o o o 5 8
L 71-5 4 S 55,0000 43 86 Y 9 7 0 0 o o 10 - 9
i 71=-5 4 S 5.,0000 44 a7 Y 3 7 0 0 0 0 3 12
3 71-5 -4 S  5.,0000 44 88 N o 0 0 0 o 0o 0
4 71-5 4 S 5.0000 45 89 Y 1 0 1 0 0 0 [ 3
3 T1-5 4 S 5,0000 45 ‘90 Y T 7 2 o0 o 2 R 7
: T1-5 4 S 5.0000 46 93 Y 4 8 6 1 3 3 6 8
: 75 . S  5,0000 44 92 N s 0 2 0 o o 0 o0
?g 71-5 4 S 5.,0000 o7 93 v 5 6 0 0 0 o0 & &
g 71-§ 4 S  5.0000 47 94 Y 6 3 0 0 o o 9 3
‘g T1=5 . S  5,0000 48 95 Y 3 10 6 0 o o 4 11
B 71-5 4 S 5,0000 48 36 N n 6 0 o o 5 0
| 71=5 N S 5.,0000 49 97 Y 6 8 0 0 & 5 6 8
i T1-5 4 S 5,0000 49 98 Y n & 0 0 o »n 5 6
T1=5 4 S 5.0000 S0 99 Y 6 7 0 o0 o o T a
71-5 4 S 5,0000 S0 100 Y 5 & o1 2 1 6 6

st e e
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71=5

TEST

MATERIAL WEEK

TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM -
TEM
TEM

CNTRLY
CNTRL1
CNTRL1L
CNTRL1

" ENTRL1

CNTRL1
CNTRL1
CNTRL1
CNTRL1
CNTRL1
CNTRL]
CNTRLI
CNTRL!
CNTRL1
CNTRL1
CNTRL1
CNTRL1
CNTRLL
CNTRLL
CNTRL1

PR R R N A A A R E X R N WS Lk R R IR R G I R I R R RN X W

S/M  DOSE

FEITITIIIILIIIIIIIIIIIXE LVUVLLVLVNVVLVLLVLALVAVNAWY

«2000
«2000
«2000
«2000
«2000
«2000
«2000
+2000
2000
22000
02000
«2000
«2000
«2000
«2000
«2000
«2000
»2000
«2000
»2000

«040000
-0,0000
=0,0000
-0,0000
~N40000
«0.0000
«0.0000
«0,0000
=0,0000
«0,0000
-0,0000
«0,0000
«0,0000
-0,0000

~0,0000.

=-0,0000
«0,0000
~0,0000
=0,0000
«0,0000

MALE

NO,

11
11
12
12
13
13
16
14
15
15
16
16
17
17
18
18
19
19
20
20

-
OOV OVXNNTIPVVELWWNN -

FEMALE

NQ,

21
22
23
26
25
256
27
28
29
30
31
32
33
34
35
3s
37
38
39
40
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PAGE 18
CoRPORA
LUTEA
L Q
5 9
0 0
7 7
1 6
0 0
[ 7
0 0
5 8
6 5
7 7
0 0
[ S
) 9
a 7
5 7
7 5
[} 3
2 9
9 .6
[+] 0
7 6
“ 9
5 8
¢ 10
s 10
10 8
0 0
0 0
L] 5
7 6
6 8
4 8
9 S
A L3
] 0
A S
[}} 6
1n 3
1n 11
6 7

TR
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DOMINANT LETHAL GENE STUDY OF COYPOUND 71=5

TEST
MATERIAL

715
T1=-5
T1=5
T1=S
T1aS
71=5
71=5
T1-5%
71=5
71-5
T1=5
71=-5
71-5
T1-5
71-5
71-3
71=-5
T71=5
71-5
715

71=-5

S T1-5

71=5
71=5
71-5
71=5
71=-5
71=-5
71-5
T1=5
Tie5
71-5
71=5
T1-5
71=5
71=5
715
71-5
T1-5
71=5

WEEK S/M DOSE

bbb’&.’.b."&&”b"&b

000&0&00’0‘0;’&&0"0’0

ZSIIZIZIIZIZIIIZZ!XI IZIIIIIZIIIZIIIIIIZI

« 0300
«0300
«0300
«0300
«0300
«0300
«0300
«0300
«0300
»0300
20300
+0300

«0300
«0300
«0300
«0300
20300
0300

2.5000
245000
2.5000
2.5000
245000
245000
245000
245000
2.5000
2.5000
245000
2.50C2
2.5000
245000
2.5000
2.,5000
245000
2,5000
245000
2,5000

MALE FEMALE

No'

11
11
12
12
13
13
14
14
15
15
16
16
17
17
18
18
19
19
20

- 20

21
21
22
22
23
23
24
24
25
25
26
26
27
27
[4:]
28
29
29
30
30

NO.o

21
22
23
24
25
26
27
28
29
30
3l
32
33
3¢
35
36
37
28
39
40

41
42

‘43

44
45
46
47
“8
49
50
51
se
53
54
55
56
57
S8
59
60

PREG,

ZAXL AL ALXAZ A AZZ €€ <LK <

LKLK€ L€ €€ €€« <€ € €

CALCIUM CARRAGEENAN

L

[

COPPENUNDDNOCH+ITOD UL ~

—

ﬂmamﬂootc-mocrmumowﬂmo

e
OOU’QQ*IUIG‘UIO’NOO*‘GNQQN

R

QOQUNVDU'OMU‘QOOONOOOGU\

EARLY
IMPLANTS DEATHS

L

OOOOOOOMOOOQOOOOO-‘OO 'OOO“OOOOOOOOOONOOOOO

R

0
0
0
0
0
0
0
0
0
1
0
0
0
0
n
0
0
0
0
(Y
o
1
0
0
0
0
n
1
0
0
0
0
1
0
0
1
0
0
0
[

LATE
DEATM

L

OGO:OOOOOOOOOOOOOOOO

ONQOOOO'QOOQOQNQOOOQO

S
R

OOOOOO’:HQHOOONO:NOOO

e

OOO-‘QQOOOOO:OOGOGOOQ

PAGE 19
CORPORA
LuTEA

L
8 71
4 9
s 8
5 7
6 8
10 8
0o 0
0o o
5 12
1n 5
¢ 0
7 5
A 6
10 5
5 8
2 9
7. @8
A 5
8- 6
-0 =0
6 &
B8
7T e
s 6
9 &
6. 7
T 6
5 8
¢ 10
A 8
&6 5§
6 5
5 9
& 6
4 9
T 8
A&
Y
7T 8
T 7

P T T e

TN

B it S

U

& Mo
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TEST
MATERIAL WEEK S/M

T1=5
71=-5
71=5
71-5
T1-5
715
T1=-5

© 71=5

T1-3
71=5
71=-5
71-5
T1=5
71=-5
71=-5
71=5
71«5
71=-5
71-5
71=5

SPELPLEPPPPPEPEPLEPPOL

IXITTTITTTTXTTZTIITZTXITZXX

DOSE

5.0000
5.0000
5.,0000
5.6000
5,0000
59000
5.0000
5.,0000
$.0000
5.,0000

- 540000

5.0000
5.0000

5.0000

5.,0000
5.0000
540000
5.0000
540000
50000

MALE FEMALE
. NO.

NO .o

31
31
32
32

61
62
63
66
65
66
67
&8
69
70
71
72
73
74
75
76
17
78
79
80

DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5

PREG

€L L L L®CL €€ <€« <<€ < < =<

CALCIUM CARRAGEENAN

IMPLANTS DEATHS

L

FUINODPLPOINOWTTETNRSODERD SN

R

-
NOINSONWITR O NOONGC N~

EARLY
L R
0 0
1 0
0 0
1 1
0 0
0 0
2 0
0 1
o .0
0 0
0 0
0 0
0 0
) 0
0 0
0 0
0 0
0 1
0 0
] 0

LATE

DEATHS
L R
0 n
.0 0
1] 0
0 0
0 2
¢ n
0 0
0 0
2 1
0 0
0 1
0 0
0 n
0 0
0 0
1 0
0 0
0 0
2 2
0 0

PAGE 20
CORPORA
LUTEA
L R
5 5
6 10
105
&6 8
8 6
5 5
5 9
2 12
6 6
A 8
7 12
13 5
76
8 5
6 7
8 6
B4
& 8
5 8
6 8

R oy

TR

. i SRR
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DOMINANT LETHAL GENE STUDY OF COMPOUND 715 CALCIUM CARRAGEENAN PAGE 21 . L
. EARLY LATE CORPORA K
; TEST MALE FEMALE IMPLANTS DEATHS DEATHS LUTEA . #
i MATERIAL WEEK S/M DOSE  NO. NO.  PREG. L R L R L R L R
i . CNTRL1 s S =0.0000 1 1 Y 4 9 o o 2 o 4 9 :
: CNTRL1 5 S «0.0000 1 2 Y. 4 9 0o 0 1 0 « 9 E
1 CNTRLY 5 5 -0,0000 2 3 v M 9 o o6 0 o 11 9 3 :)
i CNTRLY 5 S =0,0000 2 . Y & 6 o 0 o 0 5 9 1
s CNTRL1Y 5 S «0,0000 3 5 Y 8 4 0 0 0 0 9 [ 3
. CNTRL]Y ) S -0.,0000 3 6 Y 9 2 1t 8 o o0 10 2 ,
. CNTRL1 s S «0,0000 & b4 Y 2 8 o o o0 o0 3 8 ¢
! CNTRL1 5 S -0,0000 & 8 Y 4 6 5 0 0 o T8 i
CNTRLI 5 S -0,0000 5 9 Y 3 9 c o0 o0 o 3 9 i
1 CNTRLY 5 S <0,0000 S 10 Y 5 7 1 0 e 1 6 7 ?
i CNTRL1 5 S .=0.0000 & 11 Y Y o 0 o o 9 % &
; CNTRL1Y 5 S <0,0000 6 12 Y 3 6 1 0 0 0 [ 7 i
5 CNTRLY 5 S «0.0000 7 13 Y 6 4 c 0 o o 6 6 b
i ENTRLI 5 S «0.0000 .7 14 Y 8 3 o 0 o o 9 3 '
: CNTRLI 5 S =0,0000 B 15 Y 6 8 6o 0 o o 6 10 :
: o CNTRL1 5 S «0,0000 B 16 Y 5 6 1 2 o0 0 s 6
1 a . CNTRL1 5 S <0,0000 9 17 Y 6 5 o 0 1 1 & 6 :
3 - CNTARLL 5 S =0,0000 9 18 Y 6 6 6c o0 o 0 6 6 7
3 CNTRLI s S <0.,0000 10 19 \ 5 8 0 0 o o 5 .8 ~
i CNTRL] 5 S =0,0000 10 20 Y T 7 6 0 o o T 7 .
4 T1-5 <5 s <0300 21 8l Y 6 8 o 0 o0 o 6 8 e
j T1-5 s S «0300 21 42 Y 5 7 6 o o 1 5 8
T1=-5 5 s .0300 22 43 Y 7 6 o 0 0 1 T 6
S T1e5 s S .0300 22 44 Y 6 8 0o 0 o o 6 8
; s T 715 5 s 20300 23 5 Y s 8 o 0 o 1 5 9
. i 715 5 s .0300 23 46 Y 5 8 S T 5 8
! 71=5 5 S «0300 24 47 Y 4 7 0 0 0 n’ 4 7
71-5 .5 S .0300 24 48 Y 7T 9 o o0 2 13 A9
v 71-5 s s «0300 25 49 Y 1 1 o 0 o o 4 6
H 71-% 5 s .0300 25 50 Y 5 8 o 0 0o o 5 8
A 71-5 5 s .0300 26 sl Y 5 6 o 0 o o 5 7
) 71+5 5 s 0300 26 52 Y 8 7 ! 1 0 o 8 7
71-5 5 s .0300 27 53 Y 12 o 0 o o 5 10
71-5 5 S L0300 27 54 Y 4 9 0 0 o o 4 10
¥ : T1-5 5 s .0300. 28 55 Y 5 8 o o0 o0 o s 8
q 71-5 s s ,0300 28 56 Y 3 v o 0 o o 5 8 .
g - T1=5 5 s .0300 29 57 Y 15 o 0 o 1 1n &
;% 71-5 s ) #0300 29 se Y R 3 o 0 1 o A 3
5 71-5 s S .0300 30 59 Y T 7 o 1 3 2 T 7
3 T1-5 5 s .0300 30 60 A B4 o 0 3 9 4
3

e SN RS, T ST Sy g

R Ny At s .




DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5 CALCIUM CARRAGEENAN PAGE 22
EARLY LATE CORPORA
- TEST MALE FEMALE . IMPLANTS DEATHS DOFATHS  LUTEA
MATERIAL WEEK S/M DOSE  NO, - NO.  PREG. L R L R { R L R
71=-5 5 § 2.5000 231 61 Y S 6 o o 1 n b Y p
71-5 5 S 2.5000 31 62 Y R 5 1 o o0 o a 5 ;
71«5 5 S  2.5000 32 63 Y . 9 o 0 o 0 4 10 k
T1=5 S S 2,5000 32 64 Y 6 & 0 1 0o 0 7T 6
71-5 -1 S 2.5000 33 65 Y 7T S o o 3 1 1.5
71=-5 5 S 2.,5000 33 66 Y 4 10 1 6 o o 4 11
71=5 5 S  2,5000 3 67 Y s 7 0 0 A 9 5 7 .
71-5 5 S 2.5000 34 68 Y 6 9 0 1 "0 6 - 9
71=5 5 S 2,5000 35 69 Y T 9 0 1 n 1 T 9
71=-5 5' S 2.5000 35 70 Y [ 7 1 0 0 0 6 7
T1-5 s S, 2.5000 36 71 Y 1o 5 1 5 3 2 1n 5
71=5 5 S 2.5000 36 72 Y 7 12 6o o0 o o T 12
. . 71+5 5 s 2,5000 37 73 Y 5 3 o 0 11 5. 8 g
71=5 5 S 2.5000 37 76 N n 0 o 0 n o o . 0 o
71-5 S S 2.5000 38 75 Y T S5 6 0 o o T s . 3
71-5 5 S 2,5000 23e 76 N o 0 0 0 n 9 o o
’ . T1e5 5 S 2.5000 39 77 Y 7T & 0 0 1 0 7 S ;
v . . 71=5 ) § 2,5000 39 78 N 0o 0 o 0 on 0 6 0 -
. ) 71-5 5 S  2,5000 40 79 N [V o o 0 n 0
‘ . T1-5 5 S 2.5000 40 ay Y 7 8 6 0 -5 o R 8 .
. . 71-5 s S 5.,0000 41 81 Y 6 8 o 0 o0 o 6 8
i T1-5 5 S  5,0000 4l a2 Y . 6 7 2 0 n o0 & 9
3 : T1=-5 5 S 5,0000 42 83 Y 5 7 0 0 a8 o 5 7
1 T1-5 S S 5.,0000 42 as Y 8 7 0 0 1 0 85 8 "
i 71-5 s 5 .5.0000 43 85 Y 6 8 o o0 o o 6 9 :
R 715 5 S S5.0000 43 86 Y 7T e 1 0 o o T 7 :
71=5 s S 5.,0000 46 87 Y 9 2 0 1 o 0 10 2
T1=5 5 S 5.0000 44 88 Y 5 7 0 0 0 [\ 5 8
Tie5 s S 5,0000 45 a9 Y 9 5 6 0 o n 9 5
71=5 5 S 5.0000 45 90 Y 6 a o 0 o 1 & 9
715 -3 5 5,0000 46 91 Y 8 5 o 90 o o A 6
T1=5 5 S 5.0000 46 92 Y ¢ 7 o o0 o o 6 7
71e5 s S 5,0000 47 93 Y 3 =8 0o 0 o o 3 8
71=5 5 S 5,0000 47 94 Y 6 1o o 0 o o. 7 10
715 5 S 5,0000 48 95 Y 6 8 0o o0 a o 6 B
T1-5 5 S 5,0000 48 96 Y 6 9 6o o o o 6 10
T1=5 5 S  5.,0000 49 97 Y lan 5§ 0o o o o 10 6
T1-5 5 S 5,0000 49 98 Y & 9 o o0 o 3 4 9
71-5 5 S 5.,0000 50 99 Y 6 7 6 0 o0 o T 7 s
71=5 5 S 5.,0000 50 100 Y 7T s 0 o9 o o 7 &
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71=5

TEST

MATERIAL

TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM

CNTRL1
CNTRLY
CNTRL1
CNTRLY
CNTRL1
CNTRLY
CNTRLL
CNTRL1
CNTRL1
CNTRL1
CNTRL1
CNTRL1
CNTRL1
CNTRLY
CNTRL)
CNTRLY
CNTRL1
CNTRLL
CNTRLL
CNTRL1L

WEEK S/M  DOSE

GUUARANS RO GRIORNE DNAUOBMNRUGURURaA AaAuBN G

nuounveunnnuuuunnvvny

TTXXTXTXITXTXIXTXIXTILITIX

»0002
«0002
0002
«0002
+0002
+0002
«0002
#0002
0002
+0002
0002
«0002
#0002
«0002
«0002
«0002
«0002
#0002
#0002
«0002

«=0,0000
«0,0000
04,0000
«0.0000
=0,0000
«0,0000
«0,0000
=0.0000
«0,0000
-0.,0000
-0,0000
«0,0000
«0,0000
=0,0000
«0,0000
«0,0000
=0.0000
=0,0000
«0,0000
«0,0000

MALE FEMALE .

NO.

11
11
.12
12
13
13
14
14
15
15
16
16
17

17

18
18
19
19
20
20

COVIRON~NPPRUNE & WWNN -

[P

NO.

21
22
23
24
25
26
27
28
29
30
3l
32
33
34
35
36
37
38
39
40

VO~NCN LW~

PREG

ZZALA L AZ € CLC €S €< < <

€ €L w €L L €€ €€ €L €<

CALCIUM CARRAGEENAN

‘IMPLANTS DEATH

L

-
—ANNPOD~ DR O~

—

VUV NS NN NONTPDENNNONUIN OO ~NSINGO

NOCEPUNVNN~NINND S FPFWORND OO N D -NOSIENJOPNDIO S

EARLY

L

COUO O ~NOOQOWINDOODOOIO m

CO0CO0O0DO00AOCOVIOTIODOCOD

S
R

COWD I IVDOONrIPOO =~

OO0O0T VOO OO ODIOCIDO0O

LATE
DEATHS
L R
7 L}
0 1
1 1
1 0
1 0
1 3
1 0
0 0
0 0
1 0
1 0
0 0
3 1
0 0
2 3
n o
"4 0
0 1]
0 (/]
0 [}
L} 1
1] n
0 n
0 0
0 1
0 2
1] o]
0 0
0 0
0 1
0 L]
0 0
1 n
0 0
0 n
n 1
n 2
[\] n
0 [y
0 0

toaPORA
LUTEA
L R
11 8
9 [
5 6
10 6
s 7
8 5
T 6
6 ‘9
6 7
6 7
11 5
o o
9 -6
R 6
7 8
« 9
T 7
3 9
o 0
o 0
s 8
s 9
3 9
7 3
7 s
7 5
9 4
& 10
B 7
& 7
7 s
T 7
9 7
7 5
6 7
T 6
o 6
A 10
s 9
6T
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5 DOMINANT LETHAL-GENE STUDY OF COMPOUND T1-5 CALCIUM CARRAGEENAN PAGE 26

4 EARLY LAYE  CORPORA

; TEST MALE FEMALE IMPLANTS DEATHS DEATWS  LUTEA

| MATERIAL WEEK S/M DOSE NO: . NO, " PREGe ~ L R L R L R L

i T1-5 s M .0300 11 21 Y 3 9 o o0 o o 3 9

i 715 5 M .0300 11 22 Y ¢ 8 o 0 o o0 s 8 :
i 71-5 s M L0300 12 23 Y 7 5 o0 0 a 0 1 s :
' 1 4 7145 5 M .0300 ‘12 26 Y s & o 0 0 0 5 6 A j)
i 715 § M ,0300 13 25 Y & T 0o 1 8 0o & 7 3
; 71-5 5 M .0300 13 26 Y B 4 o 0 o O 9 ‘4 :
; 71-5 s M <0300 1é 27 Y 4 10 o 0 o 1 4 10 v
; 71-5 5 M 20300 14 28 Y 5 9 o 0 o O 5 93 N .
: 71=-5 5 M 00300 15 29 Y T 7 o 0 o o T 8 v
g T1=5 ] M 20300 15 39 Y 6 & ©c o0 o o 6 6 :
5 715 5 M 20300 16 31 Y 8 6 6o 0 o o . 8& 6

: i 71-5 5 M «0300 16 32 Y 4 8 ¢ 2 o 0 7T 12

Lot . 715 5 M .0300 17 33 \ 5 9 o 1 a0 1 5 9

B 715 5 M .0300 17 3s Y T e o 0 o 0 a7

s . 71-3 ) " «0300 18" 35 Y s 8 0o o0 0 o s 9 3
H T1=-5 S M <0300 18 36 Y 8 3 s o0 o o B 5 . y
. 71-5 s M «0300 19 7 Y 6 6 0 o0 o o T 6 .
‘ . 71-5 5 M 20300 19 38 Y 6 7 o o 1 1 & 1 :
i : . T1=5 ) M .0300 20 33 Y & 5 1 o o o &6 5

i 71-5 5 M «0300 20 40 Y 5 8 6 o6 2 o s 8

i . ,
E . 71-8 5 M 2.5000 21 4l Y 8 4 o 0o o o B4 g
5 71-5 S M 2,5000 21 42 N 0o 0 o o0 o 0 o 0 :
| ' T1-5 5 M 2.,5000 22 43 Y T 4 o 0 1 9o 7 5 ;
1 71=5 5 M 2.,5000 22 o8 N n 0 6 o o 0 o 0 :
i 715 s M .2,5000 23 45 ¥ T 7 o 0 o o T 7 :
i 715 5 M 2,5000 23 46 Y & 7 0 1 a 2 4 7 "
H 71=5 5 M 2,5000 24 a7 Y 7 1 1 o0 o0 o 8 4 .

% 715 5 M 2,5000 24 48 Y 7 8 o 0 o o T 9

3 T1-5 5 M 2,5000 25 49 Y 5 5 o 0 0 O 5 6

3 715 5 M 2,5000 25 50 Y 6 7 o 0 0o o 6 8

4 11-5 5 M 2,5000 26 sl Y 4 6 6 o0 o o 5 6

: 71+% s M 2.,5000 26 52 Y 5 7 ¢ o -1 1 5 7

‘ 11-5 s M 2,5000 27 53 Y 6 8 o o o o 7T 8

, T1-5 ) M 2,5000 27 56 Y 9 8 6 0o 0 o 9 8

1 T1-5 ) M 2.5000 28 55 Y 5 7 o ¢ o o s 7

i 71-5 S M 2.5000 28 56 Y 4 8 0 0 0 0 ¢ 10

E 71-5 ] M 2.5000 29 57 Y 6 6 o 0 o 1 7 &
3 715 S M 2,5000 29 58 Y 4 10 6 S o o 4 10

71-5 5 M 2,5000 30 59 Y 6 8 o o0 o O 6 B8 p
71-5 5 M 2,5000 30 60 Y 3 9 6 0 0o o & 10 ret!
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i DOMINANT LETHAL GENE STUDY OF COMPOUND T1-5 CALCIUM CARRAGEENAN PAGE 25 L

5 EARLY LATE  CORPORA )

] TEST MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA '

: MATERIAL WEEK S/M DOSE NO,  .NO, PREGe L R L R L R L R ;
71-5 5 M 5,0000 31 61 Y 3 8 0 1 o o 71 9 i
71-5 5 M 5,0000 31 62 Y 4 9 0 0 o 1 5 9 g
715 5 M 5,00600 32 63 Y 4 8 0 0 o 1 & 8 :

i 71-5 S M 5,0000 32 64 Y s 7 o0 o0 o o 7 71 g

b © o T1-5 5 M 5,0000 33 65 Y 9 2 ¢ 1 o o 9 2 r

; T1-5 5 M 5,0000 33 66 Y. 3 9 90 0 o0 0 6 12 5

. 71-5 5 M 5,0000 34 67 Y 9 4 0 0 0 0 9 5 '

; 71-5 5 M 5,0000 34 68 Y 7T 6 0 0 1 0o 7 & g

: T1-5 5 M 5,0000 35 69 Y 4 6 0 0 o0 3 &4 6 ;

j 71-5 5° M 5,0000 35 70 Y 4 7 0o 0 o 1 T 7 v

y 715 5 M 5,0000 36 71 N ©o 0o 0 0 o o 0 o i

3 715 5 M 5,0000 36 72 Y 3 9 0 0 2 o 3 9 i

; 715 5 M 5,0000 37 73 Y 311 0 1 o o0 & 12 L

i 71-5 5 M 5.,0000 37 74 Y T 0 0 o 1 o 8 T ?

g 71-5 5 M 5,0000 38 15 Y 5 8 0 0 0 0 5 8 ;.

i 71-5 5 M 5,0000 38 76 Y 29 0 0 o o0 2 11 )

b 71=-5 5 M 5,0000 39 77 Y 5 4 6 0 o0 o 6 4

] 715 5 M 5,0000 39 78 Y 5 6 0 0 o0 o0 71 9 5

: 71-5 5 M 5,0000 40 79 Y 5 5 0 0 0 0 5 5 :

; 715 5 M 5,0000 40 80 Y lo. 4 0 0 o o 10 &

4 :

i 3 3
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b DOMINANT LETHAL GENE STUDY OF COMPOUND 71e5 CALCIUM CARRAGEENAN PAGE 26 i
: L&
i EARLY . LATE  CORPORA ;
: TEST MALE FEMALE . IMPLANTS DEATHS DEATHS  LUTEA 5
3 MATERIAL WEEK S/M DOSE NO. ~ NO.  PREG. L R Lt R L R L R i
il ¢
] CNTRL1 & S «0.0000 1 1 Y 3 6 0 0 8 o 3 6 P
’ CNTRLY 6 § =0,0000 1 2 Y 3 8 6o 0 o o 4 8 g ]

CNTRL1 6 S =0,0000 2 3 Y & 7 o o0 o0 o s 7 %

CNTRL] 6 S «0,0000 2 [ Y 9 4 0 0 0 L] 9 0 )

CNTRLY 6 S =0,0000 3 5 Y 4 11 o o0 0o o 6 11 &

CNTRLY 6 S -0,0000 3 6 Y 6 6 o 0 o0 o 7 6 :

CNTRL] 6 S =0,0000 & 7 Y 7T 5 o 0 o o 7T S !

CNTRL1 6 S «0,0000 & 8 Y 8 7 o 0o o 1 A -7 4 o

CNTRLI 6. S =0,0000 5 9 Y 2 6 6 0 o0 0 2 8 i
? CNTARL1 6 S «0.,0000 5 10 Y 8 5 o 06 0 o 8 5 $
! CNTRL1 6 S «0,0000 6 11 Y 3 8 o 0 0o 0 3 8
CNTRL1 6 S =0,0000 & 12 Y 4 9 o 0 o0 O « 9 &
A CNTRLI 6 S «0,0000 7 13 Y 5 5 o 1 o o 5 .6 i
A ENTRL1 6 S -0,0000 T 1 Y ? £ o 06 0 o T .7 K
; CNTRL] 6 S <0,0000 B 15 Y 8 23 0o o 1 ¢ 5 3 . £
: CNTRL1 6 S -0,0000 B 16 Y 5 7 o o0 1 o 5 7 e
; CNTRLI 6 S «0,0000 9 17 Y 6 5 c o o & 5 !
B . CNTRL1 6 S -0,0000 9 18 Y 7T 7 o o0 n o T 7 4
| CNTRLL 6 S =0,0000 10 19 Y 5 3 o 0 0o 1 T e :
i CNTRL1 6 S -0,0000 10 20 Y 4 9 0o 1 0 o & 9 X
4 <
< . 71-% 6 s «0300 21 ¥ Y 5 6 o o0 0 0 s 6 A
] T1-5 6 s «0300 21 42 Y T 6 o 0 o0 o T 6 2
i ' T1e5 6 s .0300 22 43 Y 4 8 0 0 o o s 8 :

71-5 6 s .0300 22 ‘6 N 6 © o 0 o o 0o o

71-5 6 S .0300 23 45 Y 6 7 o o0 o 1 6 7 :

11-5 6 S .0300 23 as Y s 7 o 0 o o s 6 :

71-5 6 s «0300 26 47 Y 2 9 6o 0 o o 2 9 £

715 6 S «0300 24 48 \ s 8 1 1 a8 o0 T 9

715 6 S #0300 25 49 Y C Y o 0 o0 o 8 5

T1-5 6 S. L0300 25 50 N 0o o o o o o o 0

71~% 6 s «0300 26 s1 Y 2 9 o 5 o 1 2 19

71-5 6 s $0300 28 52 Y 6 ! o 0 1 o 6 5 3

71-5 6 S .0300 27 53 Y 6 5 o o0 o 6 5 3

715 6 S 0300 27 S Y 4 9 o 0 0 o 4 9

71-5 6 S «0300 28 55 1 . 7 o 0 o0 o 4 7

71-5 6 5 «0300 28 s6 Y . 7 o 0 a 1 6 7

715 6 S «0300 29 57 Y 9 4 o 0 1t o 9 4

715 6 S #0300 29 58 Y 2 12 o 0 o o 2 12

T1-5 6 s «0360 30 59 Y 6 6 o 1 1 o 6 6

11-5 6 s «0300 30 60 Y 6 7 o 0. 0 1 & 7

O s SR T Y- 2 PSS Y A




Yoasn

DOMINANT LETHAL GENE STUDY OF COMPOUND 71=5

TES
MATER

T1-5
T1~5
T71-5
T71=5
T1=-5
71«5
71=5
71-5
71-5
71=-5
71=5
71=-5
71=-5
71-5
T1=5
71-5
T1=5
T1=-5
71=5
71-5

71-5
71-5
11-%
T1-5
71-5
71-8
71-5
71-5
T1~5
-5
71=5
71-5
11-3
-5
71-5
71-5
7145
71-5
71-5
T1-5

T
IAL WEEK S/M

P I X X XXX XX K X N N N - - N S - S - e G R R S - i o ol ol

MUYV NVDOVLBVLNVLVBVNY VBLVMDLLOLLVLNVNVVBLOLLLOLL WY

00SE

245000
245000
2.,5000
2.5000
2.5000
245000
245000
245000
245000

. 245000

2,5000
2,5000
245000
2.5000
2.5000
2,5000
245000
245000
25000
2.5000

5,0000
500000
5.,0000
5,0000
S,0000
540000
5,0000
5,0000
540000
5.0000
5.0000
540000
5,0000
540000
540000
50000
5.0000
5.,0000
500000
5,0000

MALE
NO.

3
EY
32
a2
33
33
3
34
35
35
36
36
37
37
a8
38
39
39
40
40

41
[}
LY
42
43
43
44
44
45
45
46
46
47
47
48
48
49
49
50
50

FEMALE
NO,

61
62
63
64
65
66
67
68
69
70
71
12
73
T4
75
76
17
78
79
80

81
82
83
84
As
86
a7
88
89
90
91
92
93
13
95
96
97
98
99
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i DOMINANT LETHAL GENE STUDY OF COMPOUND 715 CALCIUM CARRAGEENAN PAGE 2B
: EARLY LATE CORPORA
3 - TEST MaLE FEMALE IMPLANTS DEATHS OFATHS  LUTEA
i MATERIAL WEEK S/M DOSE  NO. NO.  PREG. L R- L R L R R
i .
4 TEM 6 ] 20002 11 21 Y 6 6 2 a 1 & 6
! TEM 6 s «0002 11 22 Y 6 8 o 2 o o 5 B
5 TEM 6 S 20002 12 23 Y n 8 o o 0o 2 4 8 :)
: TEM 6 s L0002 12 26 Y s 7 o 0 0o 0 5 7
i TEM 6 s «0002 13 25 N o 0 c o o 0 o 0.
: : TEM 6 ] ,0002 13 . 26 N o 0 o 0 o o 0o o
! TEM 6 s <0002 14 27 N o 0 o o o o 0o o
i TEM 6 S #0002 1a& 28 Y 5 ] 0 0 0 0 5 8
; TEM 6 S .0002 15 29 Y 8 3 1 1 1 1 8 3
i TEM 6 ' s .0002 15 30 Y 4 7 0 0 i 8 & 7
: TEM 6 s 0002 16 31 Y 5 6 o 0 3 9 5 &
: TEM 6 S «0002 16 32 Y 6 7 o 0 o 1 T 8
i TEM 6 s 20002 17 33 Yo 5 8 o o6 o0 o 5 8
P ' . TEM 6 S 0002 17 3 Y 2 0 0 0 o0 0 6 8
4 . TEM 6 ] .0002 18 as Y 7T s o o 1 o 16
i . TEM 6 S .0002 18 36 Y 10 0 2 o o o 1N 2
3 TEM 6 s 0002 19 37 Y 5 8 1 06 o o 5 8
H TEM 6 S «0002 19 38 N 0 0 0 0 0 0 0 [)]
A TEM 6 5 0002 20 39 Y T 5 o 0 1 3 T 6
? TEM 6 S 0002 20 40 N 0o 0 o 0 o0 O 0o o0
3 .
1 CNTRL1 6 M «0,0000 1 1 Y 0o 2 o 0 0o 0 5 6
4 CNTRL1! 6 M =0,0000 1 2 Y 8 5 no1 0o o A 5
; CNTRLY 6 M =D.0000 2 3 Y 6 6 ¢ o0 o o0 T 6
CNTRL1L 6 M =0,0000 2 4 Y 6 5 0 ] 0 0 5 7
CNTRLI [ M «0,0000 3 5 Yy ’ 8 6 0 0 0 0 B 6
CNTRL1 6 M =0,0000 3 6 Y 7 5 o o0 2 1 A 5
CNTRL1 6 M «0,0000 & 7 Y S o 0 o o 11 &
CNTRLL 6 M «0,0000 & 8 Y 6 6 0o 0 0 0 6 7 ;)
CNTRL] 6 M «0,0000 S 9 Y 5 7 o 0 2 5. 7
CNTRLY 6 M =0,0000 5 10 Y 6 5 0 0 o o & 5 -
CNTRL1 6 M «0,0000 6 11 Y 3 9 6o 0 n 0 3 10
CNTRLY 6 M «0,0000 6 12 Y 1 10 o 0 o 9 1 10
CNTRLY 6 M «0,0000 T 13 Y 7 6 1 o o o T 8
CNYRL] 6 M =0,0000 7 14 Y 2 9 6 0 o o 3 10 .
CNTRL1 6 M =0,0000 8 15 Y S 9 n 1 n 1 5 9 1
CNTRLI 6 M <0,0000 B8 16 Y 9 & o 0 o o0 9 4
* . CNTRL1 6 M =0,0000 9 17 Y 5 T 0o 0 2 6 7
CNTRLY 6 M «0,0000 9 18 Y 6 & 6o o 0o 0 T 5
CNTRL1 [} M -0,0000 10 19 Y 5 & 1 o a2 o A 8 ’
CNTRLY 6 M «0,0000 10 20 Y 3 1o o 0 o5 1 9 11 £
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5

CALCIUM CARRAGEENAN

TEST

MATERIAL WEEK S/M

71-5
71-~5
71=-5
71=-5
71-5
71=-%
71=5
T1e5
71=5
T1-5S
71-5
71-5
T1=5
T1=-5
T1-5
71=-5
71-5
71-5
71=5
T1=5

71«5
T1=5
71-5
T1=5
T1-5
71-5
71=5
T1=5
T1=~8
71«5
71-5
71-58
71=-5
T71=5
71=5
71=-8
T1=5
71=-5
71-5
T1=5

PPORFTOCOPTOOCTOTRRRIPRNDIO I- - 0 e - 0 S s e e - v e e - g e

ZTXIXTXTIIXTIXITIXXTXIIITXTIX

ZXTTZTXTXTITIZTLXXTIITIXTITXTXZX

DOSE

0300
20300
«0300
+0300
«0300
0300
«0300
«0300
«0300
«0300
«0300
« 0300
«0300
«0300
«0300
0300
00300
#0300
+0300
«0300

2.5000
25000
2.5000
2,5000

"245000

245000
2,5000
2.5000
2.5000
2.,5000
2.5000
2,5000
2,5000
245000
245000
2.5000
245000
2,5000
2.5000
2.5000

MALE FEMALE .

NO,

11
11
12
12
13
13
14
1a
15
15
16
16
17

17 .

18
18
19
19
20
20

21
21
22
22
23
23
24
24
25
25
26
6
27
27
28
28
29
29
30
30

NO,

21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
as
37
38
39
40

41
.2
43
40
45
45
&7
48
9
50
51
52
s3
54
55
56
S7
58
59
60
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0
0
0
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0
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0
0
0
0
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0
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0
0
0
[
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L R
0
0
0
4]
o
0
0
0
0
0
0
0
0
0
L]
2
1
]
0
0
[} 0
[) 0
0 0
0 0
L} n
0 0
1] 0
(] 1]
1] 0
0 0
0 0
0 0
0 0
0 (]
0 0
0 0
L} 0
0 0
1 0
1 1

DO DO IO ~DOOCOID T

PAGE
CORPNRA
LUTEA
L R
4 9
5 8
a 5
[ 0
10 .3
7 7
7 6
7 -6
3 5
9 5
0 0
0 0
6 . 7
6 .8
0 0
5 9
s 8
8 3
5 5
9 5
7 5
0 0
0 0
0 0
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10 2
3 9
] [
12 6
4 0
7 5
5 9
6 k4
5 7
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7 5
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8 6
11 5
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5

: TEST
: MATERIAL

71«5
T1=5
T1=5
715
71=-5
71=5
T1e§
71«5
71«5
71=5
T1=5 °
71=5
T1=-5
71=5
71«5
T1=5
71«5
T1=5
T1=5
" T1=5

RN

AR e b 1 A, SRR & EeH” B i b i

cEo

WEEK

L K N e o e e N0 N o R s e Y e e e R e R ]

S/M

TTITXIXIZTIIIXT XTI

DOSE

5.0000
5.0000
540000
50000
50000
5.0000
50000
5,0000
55,0000
5.0000
55,0000
50000
5.0000

5.0000°

5.0029
S.0000
5.,0000
S.0000
5.0000
5.0000

MALE FEMALE

NO,

31
31
32
32
33
33
36
34
35
35

NO,

61
62
63
64

65

66
67
68
69
70
71
72
73
T4
75
76
77
78
79
80

PREG.

L€ €€ L€ L €L €< €€ L€ << <~

CALCIUM CARRAGEENAN

IMPLANTS DEATHS

L

DNODPOPPDRWRO~NWRENADPNS

R

SNENNPEPLPOCOCTPANODNNPAYNE®O

EARLY
L R
0
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0
0
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0
0
0
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0
0
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0
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QOO OOO0ODOOOO00O0LDODOQO

PAGE 30 3
. . #

LATE  CORPORA , )
DEATHS  LUTEA

L R L R .
0 0 4 9 .
0 0 s 9 :
0o o 6 8 ;
1 0 8 8 2
o 0 10 & g
o o 5 5 .

0 0 6 7 :

0 0 8 7

0o o 3 9

0o 1 7 S

0 1 7 6 ;
0 0 6 7 2
o 0 5 6 :
0 0 8 5 E
0o 0 9- 5 ‘
o 0 & 7

0o 0 6 7

0 0 8 &

o 0 T 7

o o0 B 5
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71e5 CALCIUM CARRAGEENAN PAGE 31 ;
N ' EARLY LATE CORPORA
TEST MALE FEMALE IMPLANTS ODEATHS DEATHS  LUTES
MATERIAL WEEK S/M DOSE ~ NO, NO.  PREGe L R L R L R L R
\CNTRL1 7 S =0s0000 1 1 Y T 7 o 0 o0 o T 7
CNTRL) 7 S =0,0000 1 2 Y 6 4 6 0o 1 0 R 3
CNTRLY 7 S «0.0000 2 3 Y 9 3 o o o o 11 &
CNTRL1 T S «0,0000 2 4 Y 5 6 o o0 o o 5 7 j)
. CNTRLL 7 S «0.0000 3 5 Y 6 S o o o0 0 6 5 :
CNTRL1 7 S 040000 .3 6 Ty 8 5 o 0 o 2 R 5 3
CNTRL1 7 S -0,0000 & 4 Y 7T 4 o 0 o 0O A& 5
CNTRLIY 7 S ~0,0000 & 8 Y 8 0 o o0 o 1 a6 3
_ CNTRL1 7, S «0,0630 5 9 v 2 2 o 0 o0 o 3 .6 ¢
: . CNTRLY 7 S =0,0000 5 10 A\ T 6 0 o O T e .
! ) - CNTRL] 7 S «0,0000 6 11 Y 5 8 2 0o o 0 5 '8 3
: CNTRL1 7 S «0,0000 6 12 Y 6 5 6 0 o 0 A6
CNTRLY 7 S =0.0000 7 13 Y 6 6 o o0 o 1 6 6
CNTRLY 7 S «0,0000 " 7 14 Y a & ¢ o o 0 9 4
. CNTRL1 7 S -0,0000 8 15 Y 8 4 o 1 > 0 9 &
CNTRLI 7 S «0,0000 8 16 Y n 7 o 0 o o s 7
CNTRLI 7 5 «0,0000 9 17 Y 6 6 6o o0 9 o a 7
CNTRL1 7 S =0,0000 9 18 Y 5 & o o0 o o T s :
TNTRLL 7 S ~0,0000 10 19 Y 6 5 o 1 o 0 & 5 3
“CHTRLL 7 S =0,0000 10 20 Y 6 6 ] 0 0 1 6 6 1
. 715 7 s <0300 21 41 Y 6 & o 0 0 o 7T 6 ‘
T1=5 7 S «0300 21 42 Y 11 2 o 0 o 1} 11 3 :
71-5 4 S ,0300 22 43 ¥ 3 5 o 0 1 o 6 7 :
715 7 s L0300 22 7YY N 0o o ¢ o o o 0o O 3
715 4 S 0300 23 45 Y 5 5 o 0o o o 5 5
K Ti=5 7 s .0300 23 46 Y 3 9 ¢ 0 1 S 39
: 71-5 7 ] L0300 26 47 Y T 6 1 0 o 1 7 6
‘3 T1=5 7 S «0300 24 48 Y T8 o0 0 3 1 8 6
; 71-5 7 S 0300 25 49 Y B 6 ¢ o 1 o 8 6
1 715 7 s «0300 25 50 Y 6 6 o n 1 1 6 6
o 71-5 7 S 20300 26 51 Y 8 5 o o 95 o 110 5
o T1-5 7 S «0300 26 52 Y 3 7 0 2 1 2 6 12
i 71-5 7 s s0300 27 53 Y 2 8 o o0 o 23 6« 8
71-5 7 S 20300 27 56 Y 4 7 o 0 o 0 s 9
715 7 S «0300 28 S5 N 0 0 6 o0 o o 0 0
, T1-5 7 s 20300 28 56 Y T 7 o 0 0o 1 T T
71-5 7 [ L0300 29 57 Y 6 8 o o0 1 =0 6 9
71-5 7 s 0300 29 58 Y s 7 o 0 1 o 6 6
71=-5 7 s +0300 30 59 N 0 0 o 0 o O o 0
71-% 7 S 20300 30 60 Y T 5 6 o0 o 0 A 6
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71«5 CALCIUM CARRAGEENAN PAGE 32
. EARLY  LATE CORPORA )
. TEST . MALE  FEMALE IMPLANTS DEATHS DEATHS  LUTEA ‘ o :
MATERIAL WEEK S/M DOSE  NO. NO, PREGs . R L R L R L R ’
71-5 7 S 2.5000 31 61 Y 6 6 .0 0 0 o 6 6
715 7 s 2,5008 31 62 Y T 3 o ¢ o0 0 T 3
71-8 7 s 2,5000 32 63 Y. 6 6 o 0 o0 0 7T 6 .
71=5 4 S 2,5000 32 64 \ 5 6 c o o o & 6 f
715 7 S 2.5000 33 65 Y 4 9 o 0o o o s 9 i j)
. 715 7 S  2,5000 233 66 Y 9 3 o 0 o0 o0 % 3 3
‘ : 715 14 S 2.,5000 3& . 67 ¥ 1T 6 o o0 o o T 6 3
715 7 S 2,5000 34 68 Y 6 5 o 0 o o© 9 7 g
71-5 1 S 2.5000 235 69 Y 5 6 o o0 o o s 7 -
715 7 §  2.5000 35 70 A\ 4« S o 0 0 o0 4 9 ;
71-5 7 S 2.5000 36 71 \ 6 5 o 0 1 o 6 S 3
7145 7 S 2.5000 36 T2 Y 5 5 o 0 o 0 6 6 ..
71=% 7 S 2,5000 37 73 Y T 6 o 0 o o 12 3 .
71=5. 7 S 2,5000 37 Te \ 4« 8 6 0 o o0 « 8 4
71-5 7 S  2.5000 38 75 Y T 5 0 o o0 T 7 -
: 715 7 S 2.5000 38 76 N o 0 o o0 o O o 0 1
71-5 7 S  2.5000 39 17 Y s 6 1 2 o o0 6 6 :
715 7 S 2,5000 39 78 LY 5 8 6 o o o0 s 8 .
71=5 7 S 2.5000 40 79 Y 9 5 o o 2 2 9 6 3
T1-5 7 s~ 2,5000 40 .1 N o 0 o 0 o o0 o o 2
T1=5 T: S 540000 41 81 Y 6 6 o o0 o o 6 6 4
71=5 7 S  5,0000 4l 82 | T | e 0 0 o 5 8 3
: 715 7 S  5,0000 &2 83 \ 1 5 o 0o o 0 T 5 2
i : T1~5 1 S 5.0000 42 8¢ Y s 7 o 0o 0 0 5 9 g
715 7 S 5,0000 43 85 Y « 8 o 0 o o 4 '8 :
: T1e8 7 S 5.,0000 43 86 Y T 7 o 06 o0 o T 7
: Ti~5 7 S 5.,0000 44 87 Y 3 9 ¢ 1 o o T 9
; 71-% 7 S  5,0000 44 88 Y 7 s 0o ¢ 1 0 8 6
: 715 7 S 540000 45 89 Y 10 6 o o0 o o 15 .7
. : 715 7 S  5,0000 45 90 Y 2 10 ¢ 0 o o 2 10
j 71-5 7 S  5,0000 46 91 Y s 7 o 1 o 0 s 7
: 71-5 7 S  5.,0000 46 92 Y 6 S o 0 o o T 6
i 71=5 4 S 5.,0000 47 93 \ s 9 o ¢ 2 2 5 9
{ T1=5 7 S 5.0000 &7 94 \ . 6 o 0 1 o ¢ 6
j T1eS 7 'S 5.0000 48 95 Y s 6 o 0o o0 o s 6
§ 71-8 7 S 5,0000 48 96 Y 9 2 o 0 o o 10 2
A . 71-5 7 S 5.0000 49 97 Y T2 )y 0 o0 o t 3
H : T1-5 7 S 5.0000 49 98 Y 6 4 o 0 0 0 & 5
i T1=5 7 S 5,0000 S0 99 Y T 4 o 0 o o 7T &
. g 71-5 1 S 5.0000 50 100 Y 3 8 o 0 o 0 3 8
i
4
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DOMINANT LETHAL GENE STUDY OF COMPOUND 715

TEST
MATERIAL WEEK S/M DOSE
TEM 7 S +0002
TEM 7 S «0002
TEM T s #0002
TEM 14 S «0002
TEM 7 S «0002
TEM 7 S «0002
TEM 7 S » 0002
TEM 7 S 0002
TEM 7 S 0002
TEM 7 S <0002
TEM T S 0002
TEM 7 S 0002
TEM 7 S 0002
TEM 7 S 0002
TEM T S «0002
TEM 7 S 20002
- TEM k4 S 0002
TEM 7 S 0002
TEM T S 0002
CNTRL} 7 M «0,0000
CNTRL] T M =0,0000
CNTRL] T M «0,0000
CNTRLY 7 M «0,0000
CNTRL] 7 M «0,0000
CNTRLL 7 M «0,0000
CNTRL] 7T M «0,0000
CNTRL] 7 M «0,0000
CNTRL1 7 M =0,0000
CNTRLL 14 M «0,0000
CNTRL) 7 M «0,0000
CNTRLL 7 M «0,0000
CNTRL1 7 M «0,0000
CNTRL] 7 M e0,0000"
.CNTRL1 7T M «0,0000
CNTRL] 7 M «0,0000
CNTYRL1 7 M «0,0000
CNTRL1 7 M «0,0000
CNTRL1 7 M «0,0000
CNTRL1 7 M «0,0000

MALE FEMALE

NO,

11
11
12
12
13
13
1a
18
15
15
16
16
17
17
18
18
19
19
20
20

CODVORDNNTPEANS SWWNN -

—

NO,

21
a2
23
24
25
26

‘27

28
29
30
31
3
33
34
35
36
37
38
39
40 -

W D~NCON & W N -

PREG.
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CALCIUM CARRAGEENAN
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-8%

TEST
MATERIAL WEEK S/M DOSE
71-5, 7 M «0300
71=5 T M +0300
T1=5 7 M 0300
715 7 M «0300
Tie5 T M 20300
715 7 ] . 0300
715 7 M «0300
T1e% 7 ] +0300
T1=5 7 M «0300
718 7 M «0300
715 7 M «0300
715 7 M #0300
71=5 T M «0300
Tle$ 7 L] 0300
71=5 7 M #0300
718 T M «0300
71-8 7 M «0300
T1=5 7 M 0300
71-5 7 M 0300
Ti=5%" 7 M 20300
715 7 M 2.5000
71=5% 7 M 205000
718 7 “ 245000
71=5 7 M 245000
71-% 7 M 2.5000
T1=5 7 M 2,5000
71=5 7 M 2.5000
T1=5 7 M 245000
T1=5 7 M 2.5000
T1-% 7 M 245000
T1e5 7 M 245000
T1=5 7 M 2.,5000
T1=-8 7 M 2.5000
T1-8 7 L] 2,5000
© T1e5 7 M 245000
715 7 M 2,5000
71-S 7 M 245000
71=5 7 M 2.,5000
T1e$% 7 M 2,5000
71-5 7 M 2.5000

MALE FEMALE

NO,

11
11
12
12
13
13
14
14
15
15
16
16
17
17
18
18
19
19
20
20

NO,

21
22
23
24
25

26

27
28

‘29

30
31
32
33
34
35
36
7
k1
9
40

41
42
43
44
45
46
(X4
48
49
50
s1-
52
53
54
55
56
57
58
59
60

PREG.

PR EEE

L LLLZ €L CLCLLLLLLELE L € €L L€ €< <]

CALCIUM CARRAGEENAN
EARLY

IMPLANTS DEATH

L
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L

CR-E-E-R-X-X-R-N- K- TJr- - - ¥ - XN~ N=4 ON-ODOODDOOOOD™OOOMNOOO

S
R

LATE
DEATHS
L
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PAGE 3

COROORA
LUTEA
L R
3 10
T 5
7 7
s 7
[y 8
L] 5
8 9
14 s
4 14
¢« 8
9 7
[} 3
S 6
7
4 8
s 7
7 5
7 6
3 6
a6
6 &
7 6
B4
3 8
6 7
8B 4
3 9
7 5
4 6
9 6
6 &
[ S
6 1
[} 6
7 5
0 0
9 4
6 &
e 4
9 &
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DOMINANT LETHAL GENE STUDY OF COMPOUND 715 CALCIUM CARRAGEENAN  PAGE 35
EARLY LATE  CORPORA f t)
_ TEST MALE FEMALE IMPLANTS DEATHS DEATHS  LUTEA 4
MATERIAL WEEK S/M DOSE NO, * NOs  PREG. L R L R L R L R |
71«5 7 M 5,0000 31 61 Y 7 8 o o0 o o 7 8
715 7 M 5,0000 31 62 Y 5 7 o 1 o 1 5 7 ,
715 7 M 5,0000 32 63 v 6 5 o 0 o© 0 B 5 ;
71-5 7 M 5,0000 32 64 ; 0 2 o 1 o0 o 5 & j
71-5 7 M 5,0000 33 65 Y 12 4 2 0 0 o0 112 5 :
71-5 7 M  5.,0000 33 66 Y 2 5 o 0 o 0 A 5
71-5 7 M 5,0000 34 67 Y 5 8 o 0 o0 o 5 8
71-5 7 M 5,0000 364 68 Y 6 5 1 0 o 0 & 8
715 7 M 5,0000 35 69 Y T 0 o 0 o0 o T 4 :
71-5 7 M : 54,0000 35 70 Y 8 3 o 0 1 0 8 3 .
715 7 M 5,0000 36 71 Y 8 7 o 0 o o 10 7 -
715 7 M 5,0000 36 72 Y s 7 o 6 o o 5 7 g
71+3 7 M  5,0000 37 73 Y. s 0 o 0 o0 0 6 5 :
715 7 M 5,0000 37 T4 Y 6 6 o 0 o 1 & 8 3
715 7 M 5,0000 38 75 Y 5 7 1 0 o0 o 5 7 ;
71-5 7 M  5,0000 38 76 Y 7 7 0o o0 1 o T 7 .J)
71-% 7 M 5,0000 39 77 Y 6 6 6o o0 o 1 6 6 -
71-5 7 M 5,0000 39 78 Y 5 5 o 0 o 0 6 5 :
71-5 7 M 540000 40 79 Y 6 71 6 o 1 2 6 7 ,
71-5 7 M 5.0000 0 80 Y o 1 o 0 o o 6 3 g
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" . DOMINANT LETHAL GENE STUDY OF COMPOUND 71e5 CALCIUM CARRAGEENAN PAGE 36 ¢
S : EARLY LATE CORPORA
§ TESTY MALE FEMALE' IMPLANTS DEATHS DEATHS LUTES
i . MATERIAL WEEK S$/M DOSE  NO, NO, PREG, L R L R L R L
i CNTRL1 8 S «0.0000 1 1 Y 8 3 o 0 1 0 9, 3
3 CNTRL1 8 S 0.0000 1 2 Y 9 3 e 0 3 0 9 3
; CNTRLY e S «0,0000 2 3 Y 6 5 o o0 o0 0 & &
i CNTRLL 8 S «0,0000 2 . Y 3 9 o 6 0 0 3 9 ]
3 CNTRL1 8 S «0,0000 3 5 Y T 7 o 0o o 0 T 7 j)
{ CNTRL1 8 5 «0.0000 3 6 Y 2 10 o 0 o o 3 10
. CNTRL] 8 S «0,0000 . 7 Y 3 3 0 0 0 0 7 3
i CNTRLIL & S «0,0000 4 "8 M 3 8 o 0o o s 8 :
: CNTRL1 8 S «0,0000 5 9 Y s 7 o 0 o 0 s 7 :
: CNTRL1 8 S «~0,0000 S 10 Y 6 6 0o 0 1 0 6 6 i
CNTRL] 8 S «0,0000 & 11 Y 6 & ¢ o0 o o0 6 7 b
s CNTRLY 8 S «0,0000 & 12 Y 5 6 1 0o o o 6 6 :
CNTRL] [ S «0.0000 7 13 Y 9 1 o o0 o o 9 1 :
: CNTRL] 8 S =0,0000 7 14 Y 3 1o o0 o0 o0 o 3 10 i
. CNTALI 8 S <-0,0000 8 15 Y R 5 o 0 -0 1 R S ;
4 . GNTRLY 8 S =0,0000 8 16 Y [ [ 1 b 0 0 3 7 !
H CNTRL1 8 S «0,0000 9 17 Y 6 7 0 1 0 [ 6 7 5
CNTRL1 8 S =0,0000. 9 18 Y 7 3 1 0 0 0 7 3 i
CNTRL1 8 S «0,0000 10 19 Y 6 3 o o0 o0 0 5 3 :
CNTRL1 8 S «0,0000 10 20 Y 8 4 o 0 0 O a4 ‘
p 71-5 8 S «0300 21 41 Y T 4 o o0 1 o S ;
‘ ) 715 8 S .0300 21 42 Y 5 6 o 0 n o I :
71«5 8 s «0300 22 43 Y 7 6 o 0 o o . T & ;
71-5 8 s L0300 22 . N o o 6 0 o0 O o 0 ;
715 a s .0300 23 45 Y 5 6 o 0o o o 5 6 ,
T1-8 8 S 20300 23 46 Y - 5 0 ] 1 0 S 5
Tie8 8 s 20300 24 47 Y 4 12 6 1 o o ¢ 12
715 8 s +0300 24 48 Y 8 6 o o 1 2 8 6 1
71-5 8 ] 20300 25 49 Y T 5 6 0 o o T s 4
5 715 8 S »0300 25 50 Y 4 B o 0 1 1 « B E j)
1 71-5 8 3 .0300 26 51 Y 9 4 1 0 1 o 9 4 -
¥ 71=5 8 S <0300 26 52 Y 6 S o 0 3 1 6 5
= 715 8 S L0300 27 53 Y 37 o 0 0o 0 3 8
) 715 8 s .0300 27 54 Y 6 6 o o 1 1 6 6
% 71-8 8 S 0300 28 55 Y 7 & © 0 0 o T 6
2 ‘71e8 8 ) «0300 28 56 Y 8 4 o 0 o o a4
71=5 8 s «0300 29 57 Y 5 5 o 0 o 5 5
& . 71=5 8 s 40300 29 sa Y 3 8 o 0 o0 o s 8
8 715 8 S .0300 30 59 \ 10 5 o 0 3 1 10 6
3 T1=5 8 s «0300 30 60 Y 4 6 o 0o 1 1 5 6
1
3
¥
3 T‘\\
4
4 .

RO
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EARLY LATE  CORPORA :
TESTY MALE TFEMALE IMPLANTS DEATHS DEATHS LUTEA i
4 " MATERIAL WEEK S/M DOSE  NO, NO.,  PREG. L R L R L R L 14
715 9 S  2.3000 31 61 Y 7T s o o0 3 2 78 §
T1=5 . a S 2.5000 31 62 Y 5 7 6 o o 0 5 7 :
715 8 S 2.5000 32 63 Y 5 9 0o 0 1 S 6 9 ;
715 8 S 2.5000 32 64 Y 6 7 1 1 o o 6 7 Lo
T1=5 8 S 2.5000 33 65 Y 5 8 o 1 o 0 s 8 : :)
Ti=$ 8 s 2,5000 33 66 Y 6 4 o o0 o 0O 6 & [
' 71-5 8 S 2,5000 34 67 Y 6 7 6o 0 o O 6 7 3
71«5 B S 2.5000 34 68 M s s o 0 0 o0 5 5 b
71-5 8 S 2.5000 35 69 Y 8 5 o 1 o o R 5 i
71-5 . 8 § . 2.5000° 3% 70 v T e 5 0 o © T . ;
. T1=5 8 S 2.,5000 36 7" Y 5 7 o 1 o0 o 5 1 H
715 8 S 2.5000 36 72 Y 6 6 0 o 2 2 T 8 ¢
715 8 § 2.5000 37 73 Y I ¢ 0 1 0 L ;
715 8 S  2.5000 37 76 Y & & o 0 1 0 6 6
. 718 8 $ 2.5000 38 75 Y 6 & o 0 0 0 6 6
i . T1e8% 8 S 2.,5000 38 76 Y 6 5 0o 2 o O 6 &
715 8 S 2,5000 39 17 Y 4 8 o 0 o 2 4 B
‘T1-5 8 $ 2.5000 39 78 Y o 1 o 0 o 1} . 5
71-% 8 S  2.,5000 40 79 Y 6 & o 0 o0 o T 8 i
71=5 8 S ‘2.,5000 40 80 Y 6 6 1 o 2 2 6 & f
. .
T1=5 8 .S 540000 41 81 Y § 5 6o 0 o0 O 6 5 ¢
71-5% ] S 5.0000 &1 82 Y 8 2 o o » o 11 2 i
o 71-5 ] S 5,0000 42 83 Y 3 8 o o0 o0 o0 & 10 {
[ T1=5% 8 S 5,0000 42 8é Y 5 2 o o o0 o 6 6 :
: 118 8 S 5,0000 43 85 Y 4 8 1 o0 o o 6 9 -
71-5 8 S  5.0000 43 86 Y 2 8 o 0 9 2 9 -
P T1es 8 S  5,0000 44 87 Y 7T S5 o 1 1 o0 T 6 3
T1e5 a S 5.0000 44 88 Y 6 8 1 o0 o o 5 8 L
718 8 S  5,0000 45 89 Y 7T & 0 o0 1 o T 6 .
715 8 S 5,0000 45 90 Y A 5 o o0 o o A 5 : J)
718 8 S 5,0000 46 91 Y 9 7 o o0 o0 0 9 7
715 ] S 5,0000 46 92 - Y | T o o o o 11 5 3
4 71=5 8 S 5,0000 A7 93 Y 6 & o 5 0 1 6 7 3
1 71-8 8 § 5,0000 47 94 Y 1 10 o 0 o o 3 10 .
E 71=-% a § 5,0000 48 95 Y s 3 o 0 1 o 9 3 s
‘71=5 8 S 5,0000 48 96 Y 5 6 o 0 o0 O 5 6 f
. 715 8 S 5,0000 49 97 Y 8 6 1 o 2 o R ;
71-5 8 § 5,0000 &9 98 Y 8 6 0 0 2 o 8 6 %
71-5 8 $ 5.0000 50 99 Y . 7 1 1 o o . 7
718 8 S  5,0000 SO 100 Y 2 10 o 1 o 0O 2 11 %
k: .\\
] .
e -
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TEST
MATERIAL WEEK

TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM
TEM

mmmmmmmmmommmmmmmmmm

s/M  DOSE

mmmmmwwmmmmwmmmmmmmm

'e0002

«0002
«0002
20002
«0002
20002
«0002
«0002
«0002
«0002
«0002
«0002
«0002
«0002
00002
20002
« 0002
s0002
«0002
«0002

MALE FEMALE

NO,

11
11
12

12 -

13
13
14
14
18
15

16

16
17
17
18
18
19
19
20

20.

NO. PREG

el
22
23
26
25
26
27 -
28
29
30
31
32
33
34
35
36
37
38
39
40
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PAGE 38

CORPORA v )
s LUTEA g
R L R

5 8 .
10 3

0o 0 ;

6 5 :

6 7 :

5 & ;

4 8

o o oL
‘B 6 ‘f

9 5. .

5 B8

5 7

s 6

7 9

6K 6

3 8

6 7

T 6

0 0

5 6
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CALCIUM CARRAGEENAN PAGE 29

CHI=SQUARE TEST OF THE FERTILITY INDEX () DEGREE OF FREEDOM)

DOMINANT LEYWAL BENE STUDY OF COMPOUND T1e5

wEEK VEHICLE CONTROL 71=5 30 MG/KG 715 245 G/KG 71=5 540 G/KG

N N FERT, n N FERT, N FERT, N N FERT,

- bl DL L LD L T Y T S, LA L DL Dl L T P i

N
PRG MTD INDEX CHISG PRG MTD  INDEX CHISQ PRG MTD INDEX CHISO PRG MTD INDEX [H1S9)

SINGLE TREATMENT

16 20 80 0,00 17 20 «85 0,00 15 20 75 0,00 16 290 «80
16 20 «80 0.00 18 20 «90 «20 15 20 75 0.00 17 20 85

W N e

17 20 e85 0,00 13 20 65 l1.20 17 20 » 85 20 18 2¢ 20
4 18 20 «90 0,00 20 20 1.00 +53 18 20 +90 .28 16 <o .80
20 20 1,00 0,00 20 20 1.00  0.00 15 2 W80 2,50 20 ‘0 1,00
2020 1.00 0,00 18 20,9 .53 19 20 .95 0,00 19 20 35
20 20 1.00 0,00 17 2n +85 1,44 18 20 .90 .53 20 20 1,00

® ~ o 0

20 20 1.00 0.00 19 20 95 0,00 20 20 1.00 0.00 20 20 1.00
MULTIPLE TREATMENT

1 16 20 .80.‘ 0.00 15 20 o 15 0.00 16 20 «A0 16 15 20 .15
2 17 20 + 85 0.00 16 20 +80 0.00 15 20 75 o156 19 ¢o ¢35
317 20 .85 0,00 15 20 .15 a6 19 20 95 .28 19 290 55
& 17 20 «85 0,00 16 20 ¢80 0.00 20 20 1,00 1,44 20 20 1,90
5 20 20 1,00 0,00 20 20 1,00 o0.00 38 20 90,53 19 29 g
¢ 20 20 1,00 0.00 16 20 .80 2,5 16 20 «80  2.50° 20 20 1,ny
TO18 .20 .90 0.00 20 20 1400 .53, 19 29 «95 0,00 20 20 1,p0

o2 MG/XG

Rl L 22 2 L T .

TEM
NN
PRG 1)
15 20
15 20
12 29
15 20
17 29
15 29
16 20
17 20

FrFAT,
INDEX CHISQ

cemam -

75 0,00
75 0,00
90 0,00
15 .69
«AS 1,64
« 75 3,66
+90 2,50
«85 1,06

P
» #‘M

oo Ty
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i DOMINANT LETHAL GENE STUDY OF COMPOUND 71e§ CALCIUM CARRAGEENAN PAGE 40 {
- i
: ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FOR THE FERTILITY INDEX
; t1 DEGREE OF FREEDOM) BASED ON THE DOSE LEVELS : i
:
. 30 MG/KG 2.5 6/KG 5.0 G/Xg
i T i ' ) : :
i : NN NN N N CHISQG CHISQ ARMTG - )
; WEEK PRG MTD PRG MTD PRG MTD (C»1) (1)  CHISQ T
; SINGLE TREATMENT E
: 4 . 3
; ) {
; ) 17 20 15 20 16 29 .62 .15 Y g
? 2 18 20 15 20 17 20 1.68 .18 1.50 !
3 13 20 . 17 20 18 20 4,37 3,90 .38 g
. 4 20 20 18 20 16 20 4.46 4,44 09 ?
: 5 20 20 16 20 20 20 " 8,57 00 8,57 f
. . . x X
é 6 16 20 19 20 19 20 .56 40 ol4 . . R
: _ : i
: 7 17 20 18 20 20 20 3.05 2,95 o1 ¢ :
: 8 19 20 20 20 20 20 2.03 1.52 .5
! MULTIPLE TREATMENT
: 1 15 20 - 16 20 15 20 419 .00 .19 ¢ ;)
, 2 16 20 15 20 19 20 3.12 1,63 1,49 :
H 3 15 20 19 20 19 20 s.8 23,87 1,3
s 16 20 20 20 20 20 8.57 640 2,17
‘s 20 20 18 20 19 2 2.1 52 1,59
6 15 20 16 20 20 20 4,62 3,48 1,1s
7 20 20 19 20 20 20 2.03 00 2,03

RO
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1=5 CALCIUM CARRAGEENAN PAGE 41

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FOR THE FERTILITY INDEX
(1 DEGREE OF FREEDOM) BASED ON THE LOGARITHMS OF THWE DOSE LEVELS

30 MG/KG 2.5 G/KG 5.0 G6/KG

N N N N N N CHISQ CHISQ ARMTG
WEEK PRG MTD PRG MTD PRG MTD (C=1) (1) CHISQ

SINGLE TREATMENT

1 17 20 15 20 16 20 462 .40 .23 -
2 18 20 15 20 17 20 1.8 .15 93
3 13 20 17 20 18 20 4.37 4,36 02
‘ . 20 20 18 20 16 20 4,44 3,78 67
5 20 20 16 20 20 20 - 8.57 1,29 7.28
6 18 20 19 20 19 20 oS¢ .53 01
7 17 20 18 20 20 20 .3.05 2.11 .9
L 19 20 20 2o 20 200 =2.03 2,00 .03

MULTIPLE TREATMENT

15 20 16 20 15 29 .19 .03 .16

1
2 16 20 15 20 19 20 3,12 .49 2,63
3 15 20 19 20 19 20 5.18 5,09 .08
[} 16 20 20 20 20 20 B.57 8,44 o123
s 20 20 18 20 19 20 2.1 1,38 L7y
3 16 20 16 20 20 20 .62 1.9 2,93
7 20 20 19 20 20 20 2,03 .31 1,73
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71=S

CALCIUM CARRAGEENAN

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FOR THE FERTILITY INDEX
(2 DEGRELS OF FREEDOM)

N N CHISQ CHIS@ aRMTG
PRG MTD  (C=1) (1) cCHISR

e eooe crwee womww -

SINGLE TREATMENT

16 29 .62 ol W51

17 20 1,73 .03  1.70
18 2¢ 4,34 €e11 2.7
16 20  #.48 3,21 1,23
20 20 l2,e3 "e38 12,26
19 20 2.1 £00. 2,11
20 20 5,76 093 4,83
20 20 .04 .81 2,22

MULTIPLE TREATMENT

15 20 29 L0 L26
19. 20 3.21 1,001 2,20
19 20 5,03 3,34 1,69
20 20 7.98 6,25 1,73
19 20 3.81 1,5 2,27
20 20 8,89 ,79 8,09

CONTROL 30 MG/K6 2.5 6/K6 5.0 B/KG
. N N N N N N
WEEK PRG MTD PRG MTD PRG MTD
1 16 20 17 20 15 20
2 16 20 18 20 15 290
3 17T 20 13 20 17 20
4 18 20 20 20 18 20
s 20 20 20 20 16 20
6 20 20 la 20 19 2p
7 20 20 17 20 18 2o
8. 20 20 19 20 20 20
1 16 20 15 20 16 29
2 17 20 16 20 15 20
3 17 20 15 20 19 20
. 17 20 16 20 20 20
s 20 20 20 20 18 2¢
6 20 20 ls 20 16 20
7 18 20 20 20 19 20

20 20 3.81 "»80 3,01

PAGE 42

BASED ON THE DOSE LEVELS AND INCLUDING THE CONTROL GRQU®
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DOMINANT LETHAL BGENE STUDY OF COMPOUND T1=$ CALCIUM CARRAGEENAN PAGE 43

T=TESY OF THE NUMBER OF IMPLAN.YATIONS IN PREGNANT FEMALES.

WEEK CONTROL T1-5 30 MGB/KG 715 2.5 6/%5 71-5 5.0 8/K3 TEM 2 MG/XG £
? L L T3 ! i
i N STD N STD N . STD N 51D N 570 £
PRG MEAN DEV PRG MEAN DEV DF T PRG MEAN DEV DF T PRG MEAN DEv Df T PR3 MEAN JEV DF T - EI
.oa —ne - —— - .ow -n eomwe e P - ld i
SINGLE TREATMENT
, {
116 12,62 1.89 17 13,29 2,20 31 «933 15 12,20 2,96 29 <480 16 12.69 3,22 3p «087 218 12,20 3.81 29 414 3
2 186 12,46 1.55 18 11,78 1,73 32 1,164 15 12,00 . 1,46 29 <807 17 1l.06 2,79 3} 1.848 15 8,27. 3,13 29 4,753
3 1T 13,18 2,01 13 12.48 2,15 28 «938 17 12.85 3,53 32 «S37 18 12,83 1,38 23 «592 13 9,94 4,52 33 2.707 *
A 18 12,67 2,03 20 11.80 3,65 36 +890 18 11,44 1,85 34 1.886 16 11,56 4,08 32 1,416 15 4,93 2,66 3} 9.476 :
S 20 72,00 2.34 20 11.85 3,5) 38 #159 16 13,37 2,25 34 14783 20 13.25 1,45 38 2,032 17 10.9%¢ .66 35 +894
6 20 11.70 1.968 18 11,78 1,56 35 «13¢ 19 11.58 3,01 37 <149 19 12,11 1,49 37 o721 15 10.93 2.8} 33 +948
T 20 10.85 2,35 17 11,94 1,68 35 1.601 18 12,00 1,26 36 1,859 20 11.45 2,44 38 o793 16 10.96 3,34 34 »092 g
i i 3
B 20 11,40 1,73 19 11,95 1.72 37 +992 20 11.50 2,70 38 «139 20 11,90 2,00 38 +B46 17 10.88 3,31 35 «609 g
; MULTIPLE TREATMENT ) 3
: 1 16 13,13 1,31 15 12,67 3,56 29 482 16 10.63 3,63 30 2,591 15 10,93 3,59 29 2,284 ' % )
2 W
%1 2 17 13,90 1,46 16 13.94 1,84 3) 1.626 1S 13,07 1,79 30 <116 19 11.79 2,07 s 2,005 2
: 3 17 12,76 2.70 15 11,73 2,79 3¢ 1,061 19 11,58 2,73 3a 1,305 19 11.58 3,36 3¢ 1,158
’ ¢ 17 13,06 1,39 16 13,31 1,66 31 47T 20 12,45 1,19 35 1.435 20 12,15 1,79 35 1,704 ‘ Lj:‘;
: . 4
: S 20 12,30 1.78 20 12.50 1.10 38 427 18 12,39 2,09 36 142 19 11,53 1,74 37 1.370 ¢
6 20 11.50 2.56 16 10,56 2,80 34 1,046 16 12,75 1,48 34 1,729 20 11.85 2,4) 38 Y] ;
4 T 18 11,9 2.24 20 11,20 3.12 36 «836 19 10,95 2,78 35 1199 20 10450 4,21 38 1,299
;{:; pet!
T
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DOMINANT LETWA'. GENE STUDY OF COMPOUND T1e5 CALCIUM CARRABEENAN PASE 44
REORESSION FIYS OF TME NUMBERs Us OF IMPLANTATIONS ON 1) DOSEs AND 2) (06 DOSE, .
- ( PREDICYED U = A « ds) ) CONTROL GROUP EXCLUDED
wEEK X N XBaR SO x UBAR SOy [:] A ' T8 oF VAU X Cv VARB Yana VARUBAR
SINGLE TREATMENT . ' .
1 Dose 48 2446 2408 12,75 2.79 "e124 13,056 *e633 46 T.8662 « 2200 +038% «3974 01639 j)
L06 pOSE 48 -, 42 2,33 12,75 2,79 =163 12,682 -,934 46 17,7870 L2189 0306 21676 1622
2 00SE S0 2.46 2.19 11,60 2.18 -.143 11,952 =966 48 4,742 1877 0220 2278 +0948
LOG DOSE  So LYY 2434 11,80 2.18 077 11.5686 =572 48 64,8006 +1889 0179 « 0995 20950
3 DOSE 48 2.77 200 12,67 2448 «075 124450 410 46 5,252% 1974 20332 «3847 «1103
LOG DOSE 48 .02 2417 12,67 2448 N3 12,668 #373 45 6,2564 «1975 +0283 «1304 «1303
T DOSE 54 2,33 2408 11,61 3.26 051 11.730 .21 52 19,8128 .2832 20491 24657 02002
LOG DOSE 54 «52 233 11,61 3.26 s 060 11.580 =309 52 10,8039 «2R31 +037% «2101 «2002
, . L] DOSE 56 2.51 2.12 12,79 2.62 . +281 12,080 '1.716 54 66,8279 «2h14 «0288 «2875 + 1184
LC3 DOSE 56 .42 2438 12,79 2,62 .« 296 12,909 2,015 54 6,500 «1994 «N216 1198 1161
6 0nSE 56 2.55 2.06 11,32 2.12 +068 114649 479 5S4 4,5402 =1802 «0199 «2108 20811
LOG DOSE 56 -,27 2.27 11,82 2.12 «026 11.828 +201 Se 4,556] +1806 «0161 +nB2S «0814 ) : 4
T DnSE 55 2465 2408 11,78 1,86 *.102 122053 =e826 53 3.4%906 «1588 +015) «1708 20835 A
L03 poSe 55, «.20 2425 11.78 1,86 *+061 11,770 =.534 53 3,5166 +15892 «0128 0546 <0639 e
8 DoSE 59 2.55 2404 11.79 2.16 =008 11.799 *.055 57 4,7390 1848 «0197 «2085 o 0803 . {
LOG DOSE s9 27 2.27 11,78 2.18 o042 11.768 ®.331 87 4,7301 1846 «015% « 0814 0802

MULTIPLE TREATMENTS

1 DOSE 46 2451, 2403 11,39 3,63 “.348 12,264 “1,314 4% 12,9871 #3161 «0700 7228 22819
LOG DOSE 46 =-.30 227 11,39 3.63 -.364 131.276 =1,645 44 12,6958 3128 «0546 2809 .2760
2 0nSE Se 2,66 2410 12,86 2409 .43 14,018 =3.352 48 - 3,8132 1478 +0188 1911 « 0723 ‘
LOG DOSE S0 .24 2.28 12.88 2.09 =353 12.777 =2,900 48 3.793%9 «1515 «01648 NT67 «0759 3
3 0oSE s3 2.70 2e00 11,82 2.93 =+030 11,703 =.145 51 8,7504 2545 « 0420 «4708 « 1651
LOG 00SE 53 09 2.19 . 11,62 2493 ~e 032" 11.620 ~«170 51 8,7490 « 2545 0381 *165) « 1651
4 0nSsE 56 2,69 2.00 12,59 l.60 . 229 13,205 «2,193 54 2.4069 21232 «0109 «1217 «0430
LOG DOSE  S6 .10 2419 12,59 1.60 216 12,568 2,276 54 2,3920 1229 20090 one2e 20427
s DNSE ° 24 2.47 2407 12,14 1.71 ~e195 12,621 =1,809 55 2,7950 «1377 w0116 01197 0490
LOG DOSE 57T LAY ] 2,32 12,14 1.71 =133 12,087 1,359 85 2, 3652 «1394 +0095 »0518- 20503
'
] NOSE 52 2.70 2.08 11,73 2,63 236 11,002 1,463 50 5,7581 2046 0261 3013 21107
LOG DOSE  S2 .18 2426 11,73 2.43 324 11.788 2,231 S0 5,458 +1992 «0210 «1056 +1050 :
7 DOSE 59 2,51 2406 10,68 3.39 *.1le1 11.235 =.650 57 11,6011 «3130 <0470 +4926 1966
L0G DOSE 59 =35 2.30 19,88 3.39 ., 109 10,843 =561 87 11,6231 «313) «0379 «2016 ., e1970 N

IR 1 e
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REGRESSION FITS OF THE NUMBERe Us OF IMPLANTATIONS ON DOSE,
( PREDICTED U = A o+ Bwx ) CONTROL GROUP INCLUDED

X N X8AR ° SD x uBaRr sbu 8 A T8 oF VARU X Cv u VARB VARA VARUBAR
SINGLE TRE;YHENT
DOSE 64 1.84 2e09 12,72 2.59 -.078 12.863 *«502 62 5,7297 2060 s 0244 «1889 1052
Dosg 66 1,06 2e11 11.80 2.06 =193 124182 1,612 64 4,1507 17286 «0143 “ell2? « 0629
CasE 65 2,04 2411 12.80 2436 =013 12,826 “.091 63 5,6564 «1858 0199 +1701 «0870
DoSsE T2 1.74 2403 11,88 3.02 “e151 124139 ‘=,RS7 T0 9.1593 «2549 «0312 2222 w1272
DOSE 7% 1.85 2.13 12,58 2,56 290 12.043 2.138 74 6,2429 «1986 «0184 1450 <0821
00SE 16‘ 1.88 2408 11,73 2.07 062 11.674 «534 T4 4,3162 1762 »0133 «1039 « 0568
00SE 15 1.9¢ L2112 11,53 2,03 «039 11.458 «347 73 4,1666 <1770 #0126 1031 «0556
D9SE 9 1.91 2,08 . 11,68 2405 «037 11.612 332 77 4,2678 «1768 0126 «n999 20540
MULTIPLE TREATMENTS
O0SE 82 1.86 2406 11,84 3,28 =446 12.670 ~é.27! 60 10,0420 «28TT7 + 0386 «2959 «1620
DOSE 67 1.98 2415 12,90 1494 =322 134535 «3.079 65 3,3333 e1418 +0109 «N928 «0498
DOSE 70 2.04 2.09 11.90 2.90 *.152 12.210 ~.908 68 ‘ 8,43158 « 2440 «0279 +2369 «1205
DOSE 73 2,06 2409 12,70 1.56 -.213 _13.137 -2,507 71 22,2692 «1186 «0072 «n617 0311
00SE 17 1.83 2409 12,18 171 “.160 12.472 1,713 78 2,8672 «1390 «0087 2066] «0372
DOSE 72 1,95 2e16 11,67 2445 »188 114301 1,392 7o 5,9219 «2486 «0182 1514 «0822
00nSE 77‘ 1.92 2.10 11,13 3.18 -e214 11.542 1,238 75 10.0175 « 2044 «0300 «1301
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DOMINANT LETHAL GENE STUDY CF COWPOUND 71=8

WEEK

N
PRG

16
16
17
18
20
29
20
20

® N WO wN e

16
17
17
17
20
20

~ O R O W N e

18

T-TEST TEST OF THE (TRANSFORMED) PRE=~
(LOSSES TAKEN &S A SUBSET OF THE SET

CALCIUM CARRAGEENAN

PAGE 4%

IMPLANTATION LOSSES IN PREGVANT FEVALES,
OF CORPORA LUTEA}

CONTROL T1-5 30 MG/KG 71=5 2.5 G/XG 71=5 S0 6/KG TEM 2 MG/XB
STO N ST0 N ST N 4] N STn

MEAN DEV PRG MEAN DEV OF T PRG MEAN DEV OF T PRG MEAN DOEV DF T PR3 MEaN JEV OF T
SINGLE TREATMENT ’

58 .29 1T .54 .32 31 +395 15 469  ,48 29 760 16 .56  ,5] 3p +114 15 .85 ,55 29 1742

56 .25 18 . ,68 ,30 32 1,243 15 .42 27 29 1.451 17 .60 ,55 31 «308 1% 1,21 .51 29 4,542

+45 433 13 .54 .38 28 <739 17 .72 .57 32 1.721 18 .55 ,34 33 2955 18 >1.os . 77 33 2,956

53 L35 20 .64 ,63 35 0627 18,67 .31 34 1288 16 .86 .57 32 1,935 15 1.81 .38 31  19.118

60 .32 20 L61 ,58 38 $067 16 42  ,22 34 1.900 20 .53 ,22 38 819 17 l +94 W70 35. 1,974

7 «28 18 45 .31 36 o160 19 «58 49 37 +936 19 50 30 37 2347 15 86 +56 33 1.318

069 .46 17 64,39 35 +387 18,58 .34 3 1,079 20 ,60 ,44 38 #0633 18 L84 L83 3 274

AT 29 \19 40,22 37 «750 20 L5149 38 #345 20 .59 .33 38 1,298 17,54 ,L61 35 «509

MULTIPLE TREATMENT

52 «23 15 61 «56 29 «615 16 91 «52 30 24735 15 7 +55% 29 1.422

46,22 18 43 24 M «337 1S .50 .33 39 449 19,89 34 34 1.247

63 .42 15  L,69 .53 39 e335 19 .64 44 34 080 19 ., 472 .55 3¢ + 569

49,28 16 47 22 0 <248 20,54 ,24 35 «598 20 .66 ,37 35 1,494

313 .ZQv 2n 48 «29 238 «777 18 54 «29 36 «029 |9 69 42 37 1,347

T 450 16 .T6 .55 36 «287 16 .48 ,25 3 14689 20 ,60 ,39 38 . 735

39 21 20 .59 .53 36 1.549 19 .56 .56 3% 1.210 20 .82 67 3% 2.511
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5

o

CALCIUM CARRAGEENAN

2AGE 47

T<TEST OF THE (TRANSFORMED) NUMBER OF NEAD IMPLANTS,

WEEK CONTROL -5 30 MG/KB 715 245 6/K6 ©71=5 5.0 8/K3 TEM o2 MG/XG
N STD N STD N sT0 N STD N STO
PRG MEAN DEV PRG MEAN DEV DF T PRG MEAN DEV OF T PRG MEAN Dgv OF T PR3 MEAN DEV' OF T
SINGLE TREATMENT
1 16 456 431 17,60 .36 31 #372 15 .54 ,29 29 «166 16 .58 .27 30 176 15 1416 .45 29 4,382
2 16 .46 .23 18,53 .26 32 «819 15 453 .35 29 2687 17 .85 .37 3) 1,755 15 1,70 .49 29 9.091
3 17 .67 .24 13 50 .29 28 272 17 .51 .28 32 414 18 ,5¢ ,33 33 o576 18 1.70 .61 33 T.740
"4 18 .56 4,25 20 T2 .27 36 1.894 18 .58 40 34 212 16 .87 .56 32 WTTT 15 1427 4234 3} 64910
5 20 (46 .29 20 L,57 .36 38 «980 16 .69 .34 34 2.114 20 .40 .24 38 2723 17 1411 .45 35 5,266
6 20 40 W19 18 447 +23 38 lelol 19,49 29 37 1.213 19 .52 ,33 37 1.381 15,75 .37 33 3,666
7 20 .46 .23 17 .70 .38 35 2,406 18 .39 ,28 36 «836 20 .40 .24 38 LT78 18 .53 .30 34 1842
8 20 .46 .26 19 .63  ,35 37 1,795 20 ,71  ,40 38 2,310 20 .54 . .27 39 «920 17 .56 L3735 o764
MULTIPLE TREATMENT
116 .58 .35 15 .47 .28 29 «826 16 .50 .32 30 570 15 46,27 23 «891
2 17,53 .32 18 .53 .27 % +038 15 .47 .34 30 «539 19 .41 3] 34 1.120
3 17 .62 .37 15 .65 ,36 30 «205 19 .51 .30 3 «975 19 W57 36 34 .188
4 1T ek .24 16 035 19 3] 14202 20 .51 L,30 35 +710 20 53,30 3% +926
S 20 .46 .26 20 .44 ,25 38 $239 18,48 L34 36 137 19 ‘.51 .27 37 +538
6 20 48 28 18 40 23 34 911 16 Y 25 34 «885 29 35,15 38 1,792
T 18 .68 .38 20 L48 L33 36 1,670 19 .21 38 2,407 20 .51 .26 36 1,553

43
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DOMINANT LETHAL GENE STUDY OF COMPOUND 715 CALCIUM CARRAGEENAN PAGE 48

CHI=SQUARE TEST OF THE DEATH INDEX (1 DEGREE OF FREEDOM) '

WEEK VEHICLE CONTROL T1=5 30 MG/KG 718 2.5 G/x6 T1=5 85,0 8/%XG TEM »2 MG/KG 2 )

N N DEATH N N 0EATH N N PEATH N N DEATH N N DEATH
WDl PRG INDEX CHISQ@ WDI PRG INDEX CMISQ WDI PRO INDEX CHISQ WDI PRG INDEX C(CMIS2 DI PRG INDEX (CHISO

wEme mme cseen Seses Pus ses seses emame Pen ene Spese Pewaw Swe cvve cowwe seccns Coe memr comee oecsew

SINGLE TREATMENT

1 9 18 56 2.00 10 17 59 « 06 ? 15 60 02 10 1s 83 0.00 1¢ 15 .93 3.79
2 T 16 .46 0,00 10 18 .56 .12 & 15 .40 L0210 1T .89  ,2T 15 15 1,50  9.32
38 17 LT 0.00 613 a6 L1290 9 17 .53 0,00 ? 18 .50 .03 18 18 1,00 10,21
4 11 18 W61 0,00 17T 20 .85 1,69 8 18 44 4S8 T 16 .44 48 15 1S 3,50 5,28
5 7T 200 435 0,00 10 20 .50 .61 . 12 16 .75  a.21 6 20 .30 0,00 17 1T y.00 14.30 3.?
& 6 20 .30 0.00 8 18 46 L2 819 a2 21 819 42 a1 11 15 . . WH .
T8 200 .40 0,00 .12 17 .71 2.3 3 18 a7 1,s0 5 20 .25 .46 8 16 .50 ,o7
8 8 20 .40 000 11 19 .88 .64 13 20 .65 1.0 11 20 .55 o40 8 17 a1 L0

‘ MULTIPLE TREATMENT
1.9 16 56  0.00 6 13 .e0 30 T 16 a6 13 6 15 .40 .3 -
2 9 17 .53 0,00 916 .56 .03 5 15 .33 .se s 19 .21 2,89
3 11 17 .65 9,00 9 15 .60 01 9 19 47 S0 10 19 .53 L1
4 T AT a1 o.00 3 16 .19 .06 9 20 .45 L01' 10 20  .S0 04
5 8 20 .40 0,00 T 20 .35 0.00 6 18 .33 .1 10 19 .83 22
& 8 20 .40 0,00 4 16 .25 35 418 25 3% 4 20,20 1,07
TOllo18 .81 0,00 7T 20 W35 1.5 T 19 3T 1.32 0 10 20 L5013

s v
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CALCIUM CARRAGEENAN PAGE 49

ARMITAGE TEST FOR a LINEAR TREND IN PROPORTIONS FOR THE DEATH INDEX

(1} DEGREE OF FREEDOM)

. 30 MG/KG

) N N
WEEK WDl PRG
1 10 17
2 10 18
3 6 13
# A 4 17 20
§ H 10 20
§ 6 8 18
i 7 12 17
-8 1119
1 6 1S
; 2 9 16
3 9 1%
4 3 16
5 7 20
6 4 16
7 T 20

!

2.5 G/KG
N N
WDl PRG
.9 15
6 15
9 17
8 18
12 16
8 19
3 14
13 20
T 16
5 15
¢ 19
9 20
6 18
416
7 19

5.0 6/KG
NN
WDI PRG
10 16
10 17
9 18
T 16
6 20
8 19
s 29
1 20
6 15
4 18
19 19
10 20
10 19
. 20
10 20

BASED ON THE NnOSE LEVFLS

CHISQ CHISQ ARMTG
(C~1) (1 CH1ISQ

SINGLE TREATMENT

« 05 .05 «00
1.27 «03 1+24
o146 «03 el0
8,72 6.73‘ 1,99
T.20 1462 5.58
.03 «02 «01
12,74 Tebé S.l0

o464 o 04 40
MULTIPLE TREATMENT

06 «00 «06
hoT74 4,60 13
314 .lg «39
4,07 3,45 .62
1:80 1,24 56

.17 o13 04

l.10 +94 17

EEEL

R




DOMINANT LETHAL GENE STUDY OF COMPOUND 71-S

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FOR T
{1 NDEGREE OF FREEDOM) ' : :

3G MG/KG

N N

WEEK ¥DI PRG
1 10 17
2 10 18
3 5 13
L) 17 20
S 10 20
[] 8 18
7 12 17
8 11 19
1 6 15
2 9 16
3 9 15
4 3 16
5 7 20
6 4 16
T 7 20

2.5 G/KG
N N
Wp1 PRG
9 15
6 15
9 17
8 18
12 16
8 19
3 18
13. 20
T 1e
5 15
9 19
9 20
6 18
4 16
7 19

5.0 G/X6
N N
wDI PRG
10 16
lq 17
9 18
7 16
6 20
8 19
S 20
11 20
6 15
4 19
1n 19
10 20
10 19
4 20
10 20

CHISQ
{(C=1)

.05
1.27

8.72
7.20
«03
12.74

2]

I°6

CALCIUM CARRAGEENAN

CHISQ
(8%

SINGLE TREATMENT

03
« 06
«09
8,62
10
.03
11.77
«01

.01
4,51
«37
4,06
+56
07

1)

o REEE LTS % o e

HE DEATH INDEX
BASED ON THE LOGARITHMS OF THE DOSE LEVELS

ARMTG
CHISQ

«01
leil
+ 08
o10
T.10
.50
97

43

MULTIPLE TREATMENT

«05
23
17
»00
1.24
<10
*56
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5 CALCIUM CARRAGEENAN PAGE 51

R s e A5, A

ARMITAGE TEST FOR A LINEAR TREND IN PROPORTIONS FOR THE DEATH TNDEX
{2 DEGREES OF FREEDOM) BASED ON THE DOSE LEVELS AND INCLUDING THE CONTROL GROUP
. CONTROL 30 MG/KG 2.5 G/XG S.0 G/XG !
- DSy LD T L T L Y ) L L L T L% T .-----‘---- z
N N N N N N N N CHISQG CHISQ ARMTG
WEEK wDI PRG wDI PRG wDIl PRG WDl PRG (Ce1) (1)  cHIsQ

SINGLE TREATMENT

1 s 16 10 17 9 1s 16 16 L3 a1 .02
2 7 1 10 18 6 15 10 17 1,60  ,20 1,40 :
3 8 17 6 13 9 17 "9 IR 18 7 W) ’ ?
. 1 18 17 29 8 18 7 16 8,77 5,39 3,38 :
5 7 20 .10 20 12 16 6 20 #.58 .23 8,35 ;
6 6 .20 8 18 8 19 8 19 1,05 .18 .86 !
7 8 20 12 17 3 18 5 20 12,68 5,96 6,72
8 8 20 11 19 13 20 11 20 2.67 41 2,26 )
MULTIPLE TREATMENT
1 9 16 6 15 7 16 6§ 15 1.13 31 .82
2 9 17 9 16 5 15 & 19 6,05 5,91  .1a
3 1n 17 9 1§ 9 19 10 19 1,28 .63  ,6s
. 1 7 3 16 9 20 10 20 4,07 2,18 1,89
5 8 20 7 20 6 18 10 19 1,80 .93 a7
6 8 20 . 16 . 16 ¢ 20 2.22 1,21 1,00 3
7 1 18 Y 7 19 10 20 3,40  ,00 3,39
N
- . :

T R AT
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71+5 CALCIUM CARRAGEENAN PAGE S2 T
PROBIT ANALYSIS OF THE PROPORTION OF PREGNANT FEMALES HITH 1 OR MORE DEAD IMPLANTS 3 ‘
PROBIT = A + B( LOG DOSE ) ;
WEEK B A CHISQ OF : :
SINGLE TREATMENT :
1 +033 5,270 01 1 :
2 el 5,042 1.21 1
3 <058 5,001 .05 1
4 =565 © Sel62 el3 1
5 =053 44990 7410 1
6 -»028 4.817 «00 1
7 ~e623 4,560 1,07 1
8 e012 5,237 .43 1
MULTIPLE TREATMENT ~:)
1 «019 4,783 05 1
2 "'390 '4.580 ) 031 1
3 “sll12 5067 el7 1
' & 398 4,719 «00 1 4
5 0127 4e776 l.21 1 .
6 =051 4.259 e11 1 E
7 0124 4,781 «55 1 :
B
\ .
RN
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DOMINANT LETHAL GENE STUDY OF COMPOUND T1=5

CALCIUM CARRAGEENAN

PAGE 53

T=TEST OF TH4E (TRANSFORMED)} NUMBER OF DEAD TMPLANTS.
(DEAD IMPLANTS TAKEN AS A SUBSEY OF THE SET OF IMPLANTS)

oedi

s

WEEK CONTRDL 71=5 3In MB/KG 71=5 245 G6/Ka 71-5 S.H G/KB TEM «2 MB/KG
N STD N STD N sT0 N sto N sTO
PRG MEAN DEV PRG MEAN DEV DF T PRG MEAN DEV OF T PRG MEAN Ogv OF T PRG MEAN DEV OF T
SINGLE TREATMENT
. 1 16 .58 .33 1T 62,37 31 386 15,58 28 29 2126 16 L6437 30 S4T3 15 1,35 .51 29 5,149
2 16 48 224 18 56 «27 32 +909 15 .54 «35 29 +577 17 77 59 2 1,826 1% 2,38 «52 29 13,163
) 3 17 .49 .27 13 .52 .28 28 0209 17 .64 .54 32 1.003 18 .56 .33 32 $836 118 2423 441 33 14,657
4 18 .57 .26 20 .86 .51 36 2,160 18 .63 ,iT 34 4450 16 (B0 .69 32 1,273 15 2,46 .30 31 19,391
5 20 48 .30 20 460 .36 38 1,168 16. «T0O o34 34 1,998 20 .42 ,25 38 JTTO 17 1040 056 35 8,284
6 20 .41 .20 18 .49 . .25 36 1,099 19 .53 .32 37 1,396 19 53 o34 37 1,339 15 .81 .36 33 4,115
7 20 .49 .24 1T .75 .43 35 2,382 18 L0 .29 36 1,019 20 .42 .24 38 LBT5 16 466 54 36 1.1a7
B 20 .47 .28 19 .66 L35 37 1,756 20 .80 .55 38 2,408 20 .56 .26 38 1,025 17 .66 .59 35 1,327
MULTIPLE TREATMENT
1 16 .58 .35 15 .52 .30 29 +840 16 .64 .57 30 2378 15 W53 29 29 407
2 17 .56 .33 16 .55 .27 31 031 15 .48 .33 30 W559 19 .43 .31 3¢ 1,075
3 1T W8T .40 15 T3 (46 30 433 19,54 ,32 % 1,013 19 .68 .30 3¢ oh92
4 17 45 .26 16 436 .20 31 14189 20 .52 .3 35 $761 20 J56 .31 35 1,127
S 20 4B .26 20 A6 ,26 38 s221 18 .49 .38 2% 71 19 .54 ,28 37 o799
6 20 .52 .29 16 (44,23 34 $929 16 .61 ,25 38 1,231 20 J37 .16 38 2,323
7T 18 .68 .39 20 57 .55 38 <715 19 .53 ,49 35 1,027 20 .60 33 38 694
!
.
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DOMINANT (ETHAL GENE_ STUDY OF COMPOUND T1-5 CALCIUM CARRAGEENAN PAGE 54

CONTROL GROUP ANOVA FOR THE NUMYBER OF PREGNANT FEMALES

BETWEEN MALES WITHIN MALES TOoTaL

L ewss et et )

WEEK SUMSQ DF MEANSQ SUMSQ DF MEANSQ SUMSH "3 F

Cmeene® o - - - osecenesen - —meaonaee - - - -

SINGLE TREATMENT

1 1,200 9 . 133 2,000 10 200 3,200 19 687 !

’ 2 1.200 9 .133 2,000 0 200 3,200 19 667 %
; 3 1,050 9 17 1.5% 10 - 150 2,550 19 .778 . ‘
: ‘ . 800 9 4089 1.000 10 100 1,800 19 .889 - :
: o o 5 0,000 9 0,000 0.0600 10 0.000 0,000 19 1
' . s 0.000 9 0,000 0.000 10 04000 0,000 19 1 £
: 7 0.000 9 0,000 0,000 .10 0.000 0.000 19 1 E
! 8 0.000 9 04000 0.000 10 0.000 0.000 19 1

MULTIPLE TREATMENT

1 2,200 9 266 1.000 10 #100 3.200 19 2,644 3 d:)
2 1,050 9 17 1,570 10 150 2,550 19 o778 '
3 1,050 9 17 1,500 10 0150 2,550 19 778
5 . 2,050 9 .228 +500 10 050 2.550 19 4,556 ;
}i s 0.000 9 0.000 0.000 10 04090 0.000 19 1 .
6 0.000 9 0.000 0,000 10 0000 0.000 19 1 . 4
7 1800 9 089 1,000 10 a0 1,800 19 889

B R R
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71«5 CALCIUM CARRAGEENAN PAGE 55
CONTROL GROUP ANOVA FOR THE NUMBER OF IMPLANTATIONS PER PREGNANT FEMaLE
BETWEEN MALES WITHIN MALES TOTAL
WEEK SUMSQ DF MEANSQ SuMsa DF MEANSQ SUMsQ DF F
SINGLE TREATMENT
1 17,260 9 1,918 36,500 6 6.083 53.760 15 N5
2 32,160 9 3.573 4.50( 6 #7590 36,660 15 4eT60
3 42,062 9 4,674 224500 T 3.204 64,562 16 1854
4 47,345 9 Se261 23,500 8 2.938 70,845 17 1.791
5 43,000 .9 4,778 61.000 10 64100 104,000 19 «783
[ 27,200 9 3,022 47,000 10 4,700 74,200 19 1643
7 45,050 9 S.006 59,500 10 54950 iob.ssa 19 «84)
8 26,800 9 2,978 30,000 10 3.000 56,800 - 19 «993
MULTIPLE TREATMENT
1 9.278 8 l.160 16,500 7 24357 25,778 - 15 o492
2 20.542 9 2,282 - 13.500 7 1929 34,042 !6 1.184
3 64,080 9 T.120 $3.000 7 7571 117.080 16 o940
4 17,441 8 2,180 13,500 8 l1.688 30,941 16 1.292
-] 25,200 9 2,800 3a5,000 19 34500 60,200 19 «800
6 46,000 9 S.111 79,000 10 74900 125,000 19 o647
7 52,445 9 S.827 32,500 -] 4,063 84,945 17 1,634
SN
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DOMINANT LETHAL GENE STUDY OF COMPOUND

WEEK

W N e

® ~N & wun >

w

-~ o wu

CONTRCL GROUP ANOVA FOR THE

BETWEEN MALES

71-5 CALCIUM CARRAGEENAN PAGE 56

PRE«IMPLANTATION | 0SS PER PREGNANT FEuALE

MITHIN MALFS TOTAL

SUMSU

_—emmvmsan

43,360
2.840
17,082
25.905
. 13,800
6,450
30.800

15.450

2,512
1.743
39,330
17.306
7.200
89,800
2.125

DF

g 9 9 9

L] v W 0

o

v o ® 9

MEANSQ

4,818

316
1.898
2.,878
1533
« 717
3,422

1.717

«314
o194
4,370
2,163
«800
9,978

«236

SUMSQ DF MEANSQ SUMsSa OF

SINGLE TREATMENT

28.000 6 44667 T1.360 15
9000 6 1.500 11,840 15
20,500 7 2929 37.582 16
12,500 8 1.563 38,405 17
18,000 10 1.R00 31.A800 19
8,500 10 »R50 14,950 19
42,000 10 4,200 ‘72,800 19
3.500 . 10 +350 18,950 19

MULTIPLE TREATMENT

6.500 7 +929 9.012° 15
4,500 14 0643 6,243 16
31,000 7 4.429 70,230 16
28,500 8 3.563 45,806 16
6.000 10 2600 13,200 19
46,000 10 44600 135,900 19
3.500 8 «438 5,625 17

1.032
«210
[3-2Y.]

1.842
852
847
815

4,905

«338
«IN}
«987
o607
1.333
24169

1Y)
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-S CALCIUM CARRAGEENAN PAGE S7 v

CONTROL GROUP ANOVA FOR THE NUMBER OF DEAD IMPLANTS PER PREGNANT FEMALE

R TR T Y

v/

BETWEEN MALES WITHIN MALES TOTAL

WEEK SUMSQ DF MEANSQ SUMSQ OF MEANSQ SUMSH OF F

S msematae - rovaneman - - -——-- - EY T PO LY T LYY P ] - CY P Y L TP

SINGLE TREATMENT

1 15,000 9 1.667 4,000 6 667 19.000 15 24500 i

2 4,560 9 «507 3.500 6 «583 B, 060 15 +869

3 5.93 9 659 4,000 7 571 9.930 16 1.153 g

3 5.780 9 5462 . 6,000 8 .750 11,780 .17 «856 i

5 6.800 9 756 10,000 10 1,000 16,800 19 756 ;

6 3.200 9 .356 1,000 10 4100 s,200 19 3.556 « b
7 3.000 9 .333 . 6,000 10 +600 9.000 19 556 ]
8 8.000 s .889 3.000 10 .300 . 11.000 19 2.963

MULTIPLE TREATMENT

1 19.327 A 2,416 28,500 7 4071 47,827 15 593
2 10.282 9 1.142 17,500 7 2.500 27.782 16 o487
3 36,082 ) 3,787 22,500 7 3.214 56,582 16 1.178
. 5.750 8 W19 4,500 8 +563 10,250 16 1.278
s 4,450 9 2498 64500 10 2650 10,950 19 o761
6 6.200 9 .689 14,000 10 1,400 20,200 19 L4972
7 20.805 9 2,312 21.500 ] 24688 42,305 17 «86n

3

?
B o I~ 3 T AR 250 o 3 IR ; et el G .

£3 Seckhss AR X SRS AKE SR . 0, A




B st s 59 A e i
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CALCIUM CARRAGEENAN PAGE S8

CONTROL GROUP ANOVA FOR THE RATIO OF DEAD IMPLANTS TO TOTAL IMPLANTS PER PREGNANT FEMALE

BETWEEN MALES WITHIN MALES ToTAL
SUMSQ OF MEANSQ SUMSQ DF MEANSQ SUMSQ .DF .

SINGLE TREATMENT
W119 9 .013 +040 6 .07 .159 15 2,016
.019 9 ,002 .026 . 6 $004 YY) 15 .519
033 9 L0086 43 7 - .006 .0t6 16 .598
.031 9 003 .06 8 .005 .072 17 683
.045 9 .005 081 10 <008 +130 19 673
.028 9 «003 .008 10 " .001 036 19 3.7nR
£020 9 +002 .083 . 10 004 Y 19 523
.058 9 +006 .021 10 002 .078 19 - 3,130

' MULTIPLE TREATMENT
.088 8 2011 «130 7 «019 .218 15 »592
,072 9 .008 120 7 «017 ' .192 16 .465
.186 9 021 135 7 +019 .321 16 1.073
.034 8 «004 <027 8 .003 L061 . 16 1.276
.06 9 +006 $086 10 4005 +082 19 «860
.043 9 .005 .091 10 4009 W134 19 +529
.137 9 +015 P164 8 021 01 17 oTe1

o
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DOMINANT LETHAL GENE STUDY OF COMPOUND 71-5 CALCIUM CARRAGEENAN PAGE 59
1-TEST OF THE NUMBER OF CORPORA LUTEA IN PREGNANT FEMALES.
WEEK CONTROL . 71=8 30 MB/XG 715 2.5 G/KG 718 5.0 6/%0 TEM .2 MB/X0
N S0 N sT0 N sTD N 57D N sT0
PRG MEAN DOEV PRG MEaN DEV OF v PRG MEAN DEV DF T PRG VEAN DEv OF T PR3 MEAN DEV DF T
e - - aa— - -—n ol . ——- -
SINGLE TREATMENT .
1 16 13.87 3466 17 14,29 1,86 31 L437 15 13,93 1,44 29 L061 16 13.87 1,78 30 0.000 15 15,27 3.39 29 1.130
2 16 13,31 1.40 18 13,22 2,05 32 J148 15 12.67 1,06 29 1,886 17 12,67 1,74 31 1.527 15 12.53 2,07 29 1.236
3 17 13.88 1,27 13 13.46 1,05 28 .968 1T 14,82 1,7¢ 32 1,802 18-14,00 1,53 33 L266 18 15,50 .30 33 1.038 : .
4 18 13.67 1,81 20 13,55 1.19 36 2237 18 12,78 1,66 34 1.531 16 13.75 2,52 32 L1312 15 12.90 1.61 31 1,436
5 20 13,10 1,97 20 13,30 1,56 38 ,356 16 13,81 2,07 34 1,056 20 14.05 1,54 38 1,699 17 14,18 1.78 35 1.732
& 20 12.25 1.59 18 12.39 1.33 36 0290 19 12.74 1.48 37 ,989 19 12.89 1,70 37 1.227 15 12,60 1,12 33 728 ®
7 20 12.45 1,50 17 13,47 1,76 35 1,917 18 13417 2,41 36 1.113 20 12.80 2.65 38 L5186 16 12,75 3.66 3 «334
a 20 11,95 1.32 19 12,32 1,73 37 L7420 12,35 1,69 38 L8364 20 12,95 1,36 38 2,366 17 12,06 1.30 35 .252
MULTIPLE TREATMENT ’
116 13.87 1,02 15 14.00 1469 29 .251 18 13,25 3453 30 4680 15 13.27 2.22 29 «991
2 17 13.53 1.33 16 14,50 1,83 31 - 1,754 15 14,20 3,10 30 L813 19 12,84 1,77 34 1,306
3 17 14,18 1.7 15 13,80 1,86 30 L8639 19 12.80 1,63 38 2,468 19 13,63 3.40 3¢ .611
4 17 13,96 2,28 16 13,94 1,88 31 .005 20 13.30 1,56 35 1.012 20 13.80 2,31 35 .187
s 20 13.10 1.89 20 13,30 1,81 38 L342 18 13,22 1.73 36 L207 19 13.42 2,24 37 L4084
6 20 13.40 2,08 16 12,69 1,66 3¢ 1130 16 13,84 1,75 34 L6538 20 13.00 1,41 38 .721
7 18 12.22 2.16 20 12,40 1.90 36 L270 19 12.16 1,17 35 L1164 20 12.65 2,16 38 .610
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